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L2 ANSWER 1 OF 8 USPATFULL 

TI CHIMERIC MAMMALIAN ALLANTOIS 

AB A method of fetal gene therapy is disclosed. In general, the method 
comprises the steps of identifying a fetus with a genetic defect, 
obtaining allantois/umbilical cord cells expressing a gene product that 
ameliorates the genetic defect, and exposing the fetus to the 
allantois/umbilical cord cells wherein a chimeric allantois is capable 
of supplying the gene product to the fetus is created. The present 



invention is also a method of examining the effect of test compounds on 
vasculogenesis and angiogenesis by observing the effect of the test 
compound on cultured allantoic explants . 
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L2 ANSWER 2 OF 8 US PAT FULL 

TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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TI Process for testing suitability of protein fractions containing factor 

VIII 

AB The method for the aptitude testing of protein fractions containing 

factor VIII the further processing of which comprises a pasteurizing 
step is performed in such a way that the starting material is examined 
for fragments within a range of from 2 0 to 50 kD. Fragments of factor 
VIII within this range evidently cause inhibitor formations in patients 
pretreated with factor VIII. Batches contaminated with such fragments 
can also be utilized, i.e., for the preparation of a high purity 
virus-free factor VIII by size exclusion chromatography on hydrophilic 
materials . 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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Method for isolation of highly pure von Willebrand Factor 



AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of mul timers with a high structural 
integrity 
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TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. The buffer solutions 
are preferably free of stabilizers, amino acids and other additives. 
According to this method, highly pure recombinant rvWF can be obtained, 
which is free from blood plasma proteins, especially free from Factor 



VIII, and is physiologically active. Further, the invention relates to a 
pharmaceutical preparation that contains rvWF, which comprises 
muli timers with a high structural integrity. 
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TI Antiplasma animal model 

AB There is disclosed an anti -plasma antibody preparation for treatment of 

a mammal, which preparation is capable of directly or indirectly 
inhibiting and/or eliminating several blood factors, a method of 
producing such a preparation and a method of evaluating substances for 
treating clotting disorders by using said anti-plasma antibody 
preparation. There is further disclosed a method of determining the 
bleeding characteristics of a mammal. 
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L2 ANSWER 8 OF 8 USPATFULL 

TI Biologically active fragments of human antihemophilic factor and method 

for preparation thereof 
AB Novel, biologically active fragments of human antihemophilic factor, 

processes for their preparation, pharmaceutical preparations containing 

them and the use of such fragments in the treatment of patients 

suffering from hemophilia. 
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ANSWER 1 OF 2 5 MEDLINE 

[Postoperative haemorrhagia in a girl with congenital factor XI deficiency 
- successful treatment with desmopressin (DDAVP, Minirin (R) ) ] . 
Postoperative Blutung bei einem Madchen mit angeborenem Faktor-XI -Mangel - 
erfolgreiche Therapie mit Desmopressin (DDAVP, Minirin (R) ) . 
The rare factor XI deficiency is associated with different profuse 
bleeding without correlation to the severity of reduction of factor XI. 
Accordingly, traumata or surgical procedures may cause unexpected 
excessive bleeding in asymptomatic patients. After surgery of a 
nine-year-old girl with factor XI deficiency (8 per cent) profuse bleeding 
occurred which could only be stopped after infusion of desmopressin. 
After administration the factor XI activity was increased to 31 per cent, 
the factor VIII even to 290 per cent over the normal range. We suppose 
that the favorable clinical effectiveness is not only related to the 
increasing factor XI activity but also to the elevation of the 
factor Vlll/von-Willebrand- 

complex. CONCLUSION: It is recommended to give desmopressin as 
firstline therapy of bleeding by factor XI deficiency since the only 
effective alternative such as substitution of factor XI by transfusion of 
fresh frozen plasma is associated with the risk of transmission of virus 
infections . 
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22010350 PubMed ID: 12015646 
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LI ANSWER 2 OF 25 MEDLINE 

TI Influence of factor Vlll/von 

Willebrand complex on the activated protein C-resistance 

phenotype and on the risk for venous thromboembolism in heterozygous 

carriers of the factor V Leiden mutation. 

AB High factor VIII plasma levels have been shown to represent a common 

increased risk for venous thromboembolism (VTE) and may cause an activated 
protein C (APC) resistance in the absence of the factor V Leiden mutation, 
but there are no studies specifically aimed to establish if high factor 
VIII and von Willebrand factor (vWF) concentrations may influence the APC 
sensitivity ratio (APC-SR) and increase the risk for VTE in the presence 
of the factor V Leiden mutation. For this purpose, we performed a 
retrospective case-control study to investigate the influence of the 
procoagulant factor VIII (VIII :C) and the antigen of vWF (vWF:Ag) on the 
normalized APC-SR (n-APC-SR) and on the risk for VTE, in two selected 
groups of 30 symptomatic (Group I) and 32 asymptomatic (Group II) related 
heterozygotes for the factor V Leiden mutation. Differences between the 
two groups (Group I versus Group II) were: n-APC-SR, 0.57+/-0.06 versus 
0.63+/-0.08, P = 0.001; factor VIII:C, 1.49+/-0.42 versus 1.13+/-0.28 



IU/ml, P<0.001; vWF:Ag, 1.46+/-0.53 versus 1.26+/-0.32 IU/ml, NS . As a 
whole (Group I + Group II), Pearson correlation coefficients were: 
n-APC-SR versus factor VIII:C, r = -0.410, P = 0.001; n-APC-SR versus 
vWF:Ag, r = -0.309, P = 0.01; factor VIII:C versus vWF:Ag, r = +0.640, 
P<0.0001. The relative risk for VTE in individuals with the factor VIII :C 
concentration > 1.5 IU/ml was 2.5 (95% confidence interval 1.6-3.9). We 
concluded that high factor VIII :C levels, probably in the effect of vWF, 
play a determinant role in worsening the APC-resistance phenotype and 
represent a common additional risk factor for VTE in heterozygous carriers 
of the factor V Leiden mutation. 
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TI [Traumatic emergencies and hemostasis] . 
Urgences traumatologiques et hemostase. 

AB The occurrence of bleeding in trauma patients is a life-threatening 

problem which can be explained by different mechanisms. The infusion of 
cristalloids, colloids, packed red blood cells, or even fresh frozen 
plasma is very rarely responsible for bleeding but it can contribute to 
dilute the patient's platelet pool, and especially dilutional 
thrombocytopenia is the first cause of bleeding after massive transfusion. 
Blood coagulation factor activity is decreased after a massive fluid 
infusion is performed but it has to reach a dramatically low plasma level 
in order to induce troubles. It has to be emphasized that colloids and 
especially dextrans can impair the patient's haemostasis by interfering 
the same way with the factor VIII -von 

Willebrand complex and fibrin formation. Gelatins do 
not interfere with platelets or with the coagulation system. A third 
mechanism that can explain the strong link between haemostasis and 
haemodilution is the haemostatic role of red cells. It has been shown in 
experimental models that red cells play a definite function in promoting 
platelet accretion on the damaged vessel surface. Higher values of 
haematocrit (Ht) are responsible for a better platelet adhesion On the 
opposite, platelet adhesion decreases when low values of Ht (< 20%) are 
reached. Hypothermia can also impair platelet function and worsen the 
bleeding. A simplified monitoring of haemostasis can be proposed with 
platelet count, whole blood coagulation clotting time, immediately 
available activated partial thromboplastin time and prothrombin time with 
bedside portable monitors and thromboelastography . Haematocrit and body 
temperature have to be monitored as well. 
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thalassaemia minor and a deficiency of factor VIII. 
AB Two of four sisters have multiple sclerosis (MS) , lamellar ichthyosis, 

beta thalassaemia minor and a quantitative deficit of factor 

VIII -von Willebrand complex. The 

mother and the other sisters have only beta thalassaemia minor. The 
association of MS and a cluster of genetically determined diseases is 
rare. Such families could offer a new approach to the investigation of 
the polygenetic background of MS. 
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TI The interaction of the factor Vlll/von Willebrand factor complex 

(VHI/vWf ) , with guanidinium-derivatized matrices. 
AB Five different guanidinium (Gu) -derivatized agarose matrices were 

investigated for their potential in chromatographically resolving the 

Factor Vlll/von Willebrand 

complex, VHI/vWf, fibrinogen, Fg, and fibronectin, Fn, from 
cryoprecipitate. Using conventional NaCl gradient methodology it was 
found that the order of elution of specific plasma proteins, and the yield 
of VHI/vWf, varied with the methods used to derivatize the agarose beads. 
Good yields of VIII :C (generally 30-45%) were obtained with Gu-matrices 
prepared by bis-oxirane coupling procedures. Cryoprecipitate binding 
studies showed that the capacity of Gu-Sepharose 4B, prepared by isourea 
modification of amino-Sepharose 4B, was 36 units VHI/vWf per ml matrix. 
The product, depleted of both Fg and Fn, had a specific activity of 2 
units VIII :C per mg total protein, (yield 100% vWf :Ag and 47% VIII :C) . 
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TI Clinical efficacy of desmopressin acetate for hemostatic control in 
patients with primary platelet disorders undergoing surgery. 

AB Desmopressin acetate (DDAVP) is efficacious in patients with von 

Willebrand 's disease. It additionally appears to have value in patients 
with uremic or aspirin-induced platelet dysfunction. We report here three 
patients with primary platelet defects who had previously experienced 
grossly inadequate hemostasis to whom we administered DDAVP. Each 
successfully underwent surgical procedures with DDAVP as the only 
hemostatic agent. Although the mechanism of these salutary effects is 
unclear, DDAVP may exert an influence directly on the endothelium 
independent of correcting abnormalities of the factor 
VIII: von Willebrand complex 
associated with von Willebrand 's disease. 
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LI ANSWER 7 OF 25 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 

TI Influence of factor Vlll/von 

Willebrand complex on the activated protein C-resistance 

phenotype and on the risk for venous thromboembolism in heterozygous 

carriers of the factor V Leiden mutation. 

AB High factor VIII plasma levels have been shown to represent a common 

increased risk for venous thromboembolism (VTE) and may cause an activated 
protein C (APC) resistance in the absence of the factor V Leiden mutation, 
but there are no studies specifically aimed to establish if high factor 
VIII and von Willebrand factor (vWF) concentrations may influence the APC 
sensitivity ratio (APC-SR) and increase the risk for VTE in the presence 
of the factor V Leiden mutation. For this purpose, we performed a 
retrospective case-control study to investigate the influence of the 
procoagulant factor VIII (VIII :C) and the antigen of vWF (vWF:Ag) on the 
normalized APC-SR (n-APC-SR) and on the risk for VTE, in two selected 
groups of 30 symptomatic (Group I) and 32 asymptomatic (Group II) related 
heterozygotes for the factor V Leiden mutation. Differences between the 



two groups (Group I versus Group II) were: n-APC-SR, 0.57 +- 0.06 versus 
0.63 +- 0.08, P = 0.001; factor VIII:C, 1.49 +- 0.42 versus 1.13+- 0.28 
IU/ml, P < 0.001; vWF:Ag, 1.46 +- 0.53 versus 1.26 + - 0.32 IU/ml, NS . As a 
whole (Group I + Group II), Pearson correlation coefficients were: 
n-APC-SR versus factor VIII:C, r = -0.410, P = 0.001; n-APC-SR versus 
vWF:Ag, r = -0.309, P = 0.01; factor VIII:C versus vWF:Ag ; r = +0.640, P < 
0.0001. The relative risk for VTE in individuals with the factor VIII :C 
concentration > 1.5 IU/ml was 2.5 (95% confidence interval 1.6-3.9). We 
concluded that high factor VIII :C levels, probably in the effect of vWF, 
play a determinant role in worsening the APC-resistance phenotype and 
represent a common additional risk factor for VTE in heterozygous carriers 
of the factor V Leiden mutation. 
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TI Two sisters with multiple sclerosis, lamellar ichthyosis, beta 

thalassaemia minor and a deficiency of factor VIII. 
AB Two of four sisters have multiple sclerosis (MS) , lamellar ichthyosis, 

beta thalassaemia minor and a quantitative deficit of factor 

VIII -von Willebrand complex. The 

mother and the other sisters have only beta thalassaemia minor. The 
association of MS and a L-luster of genetically determined diseases is 
rare. Such families could offer a new approach to the investigation of the 
polygenetic background of MS. 
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TI CLINICAL EFFICACY OF DESMOPRESSIN ACETATE FOR HEMOSTATIC CONTROL IN 
PATIENTS WITH PRIMARY PLATELET DISORDERS UNDERGOING SURGERY.. 

AB Desmopressin acetate (DDAVP) is efficacious in patients with von 

Willebrand' s disease. It additionally appears to have value in patients 
with uremic or aspirin-induced platelet dysfunction. We report here three 
patients with primary platelet defects who had previously experienced 
grossly inadequate hemostasis to whom we administered DDAVP. Each 
successfully underwent surgical procedures with DDAVP as the only 
hemostasis agent. Although the mechanism of these salutary effects is 
unclear, DDAVP may exert an influence directly on the endothelium 
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TI ELECTROPHORETIC PROPERTIES OF THE FACTOR-VIII 
VON WILLEBRAND COMPLEX IN LIVER DISEASE. 

AB The electrophoretic properties of factor VIII/vW [von Willebrand] were 

studied in 42 patients with liver disease (17 cirrhosis, 13 infiltrative 
hepatopathies, 6 hepatitis, 2 obstructive hepatopathies and a 
heterogeneous group of 4 patients with associated disseminated 
intravascular coagulation) . Increased molecular heterogeneity of factor 
VIII/vW was found in the conditions under study, with striking changes in 
the electrophoretic patterns. An additional precipitation band with more 
anodic mobility appeared in 2 patients (one with fulminating acute 
hepatitis and one with metastatic liver) ; in one of them such band had 
antigenic community with the rest of the protein, suggesting a degradation 
product of factor VIII/vW. Nine cases had precipitation bands around the 
deposition site (pre-peak) , all keeping antigenic community with the rest 
of the protein. Eight of these patients had elevated aminotransferases and 
7 had high bilirubin rates. The factor VIII/vW electrophoretic mobility 
did not change during the clinical course in the patients with associated 
disseminated intravascular coagulation. The probable influence of the 
proteolytic enzymes appearing in conditions such as hepatopathies on the 
factor VIII/vW complex is discussed with regard to the present findings. 
They are evidently responsible for the increased molecular heterogeneity 
of this complex in different pathological states. 
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LI ANSWER 12 OF 25 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 

TI THE FACTOR-VIII COMPLEX IN ATHERO SCLEROSIS EFFECTS OF ASPIRIN. 

AB Sixty patients with well -documented previous myocardial infarction were 

treated with 1 gm of aspirin daily or a placebo (AMIS [Aspirin Myocardial 
Infarction Study] trial) . The factor VHI-von Willebrand factor complex 
was measured at 3-4 mo. intervals during the first 12-16 mo. of the trial. 
The levels of the complex did not change appreciably during this period, 
and the mean values for all but 7 patients fell within 2 SD of the mean 
values obtained in normal laboratory controls. The concentrations of the 
factor VHI-von Willebrand 

complex in patients with a variety of vascular occlusive events 
did not differ from those in patients without such events. The mean values 
in patients treated with aspirin were virtually identical to those 
receiving placebo. Plasma levels of the factor VIII -von Willebrand factor 
complex are evidently not altered in patients with atherosclerotic 
vascular disease, and are unaffected by aspirin therapy. 
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TI CHIMERIC MAMMALIAN ALLANTOIS 

AB A method of fetal gene therapy is disclosed. In general, the method 
comprises the steps of identifying a fetus with a genetic defect, 
obtaining allantois/umbilical cord cells expressing a gene product that 
ameliorates the genetic defect, and exposing the fetus to the 
allantois/umbilical cord cells wherein a chimeric allantois is capable 
of supplying the gene product to the fetus is created. The present 
invention is also a method of examining the effect of test compounds on 
vasculogenesis and angiogenesis by observing the effect of the test 
compound on cultured allantoic explants . 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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VIII 

AB The method for the aptitude testing of protein fractions containing 
factor VIII the further processing of which comprises a pasteurizing 
step is performed in such a way that the starting material is examined 
for fragments within a range of from 20 to 50 kD. Fragments of factor 
VIII within this range evidently cause inhibitor formations in patients 
pretreated with factor VIII. Batches contaminated with such fragments 
can also be utilized, i.e., for the preparation of a high purity 
virus-free factor VIII by size exclusion chromatography on hydrophilic 
materials . 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 
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LI ANSWER 17 OF 25 US PAT FULL 

TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity 
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LI ANSWER 18 OF 25 USPATFULL 

TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. The buffer solutions 
are preferably free of stabilizers, amino acids and other additives. 
According to this method, highly pure recombinant rvWF can be obtained, 
which is free from blood plasma proteins, especially free from Factor 
VIII, and is physiologically active. Further, the invention relates to a 
pharmaceutical preparation that contains rvWF, which comprises 
muli timers with a high structural integrity. 
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LI ANSWER 19 OF 25 USPATFULL 
TI Antiplasma animal model 

AB There is disclosed an ant i -plasma antibody preparation for treatment of 

a mammal, which preparation is capable of directly or indirectly 
inhibiting and/or eliminating several blood factors, a method of 
producing such a preparation and a method of evaluating substances for 
treating clotting disorders by using said ant i -plasma antibody 
preparation. There is further disclosed a method of determining the 
bleeding characteristics of a mammal. 
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TI Biologically active fragments of human antihemophilic factor and method 

for preparation thereof 
AB Novel, biologically active fragments of human antihemophilic factor, 

processes for their preparation, pharmaceutical preparations containing 

them and the use of such fragments in the treatment of patients 

suffering from hemophilia. 
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ANSWER 21 OF 25 EMBASE COPYRIGHT 2 003 ELSEVIER SCI. B.V. 
[Postoperative haemorrhagia in a girl with congenital factor XI deficiency 
- Successful treatment with desmopressin (DDAVP, Minirin.RTM. ) ] . 
POSTOPERATIVE BLUTUNG BE I EINEM MADCHEN MIT ANGEBORENEM FAKTOR -XI -MANGEL - 
ERFOLGREICHE THERAPIE MIT DESMOPRESSIN (DDAVP, MINIRIN.RTM.). 
The rare factor XI deficiency is associated with different profuse 
bleeding without correlation to the severity of reduction of factor XI. 
Accordingly, traumata or surgical procedures may cause unexpected 
excessive bleeding in asymptomatic patients. After surgery of a 
nine-year-old girl with factor XI deficiency (8 per cent) profuse bleeding 
occured which could only be stopped after infusion of desmopressin. After 
administration the factor XI activity was increased to 31 per cent, the 
factor VIII even to 290 per cent over the normal rang. We suppose that the 
favorable clinical effectiveness is not only related to the increasing 
factor XI activity but also to the elevation of the factor 
Vlll/von-Willebrand-complex. 

Conclusion: It is recommended to give desmopressin as firstline therapy of 
bleeding by factor XI deficiency since the only effective alternative such 
as substitution of factor XI by transfusion of fresh frozen plasma is 
associated with the risk of transmission of virus infections. 
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LI ANSWER 22 OF 25 EMBASE COPYRIGHT 2003 ELSEVIER SCI. B.V. 

TI Influence of factor Vlll/von 

Willebrand complex on the activated protein C-resistance 

phenotype and on the risk for venous thromboembolism in heterozygous 

carriers of the factor V Leiden mutation. 

AB High factor VIII plasma levels have been shown to represent a common 

increased risk for venous thromboembolism (VTE) and may cause an activated 
protein C (APC) resistance in the absence of the factor V Leiden mutation, 
but there are no studies specifically aimed to establish if high factor 
VIII and von Willebrand factor (vWF) concentrations may influence the APC 
sensitivity ratio (APC-SR) and increase the risk for VTE in the presence 
of the factor V Leiden mutation. For this purpose, we performed a 
retrospective case -control study to investigate the influence of the 
procoagulant factor VIII (VIII :C) and the antigen of vWF (vWF:Ag) on the 
normalized APC-SR (n- APC-SR) and on the risk for VTE, in two selected 
groups of 30 symptomatic (Group I) and 32 asymptomatic (Group II) related 
heterozygotes for the factor V Leiden mutation. Differences between the 
two groups (Group I versus Group II) were: n-APC-SR, 0.57 .+-. 0.06 versus 
0.63 . + -. 0.08, P = 0.001; factor VIII:C, 
.+-.0.28 IU/ml, P<0.001; vWF:Ag, 1.46 .+-. 
IU/ml, NS. As a whole (Group I+Group II), Pearson correlation coefficients 
were: n-APC-SR versus factor VIII :C, r=-0.410, P=0.001; n-APC-SR versus 
vWF:Ag, r=-0.309, P=0.01; factor VIII:C versus vWF:Ag, r=+0.640, P<0.0001. 
The relative risk for VTE in individuals with the factor VIII :C 
concentration > 1.5 IU/ml was 2,5 (95% confidence interval 1.6- 3.9). We 
concluded that high factor VIII :C levels, probably in the effect of vWF, 
play a determinant role in worsening the APC-resistance phenotype and 
represent a common additional risk factor for VTE in heterozygous carriers 
of the factor V Leiden mutation. 
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LI ANSWER 23 OF 25 EMBASE COPYRIGHT 2003 ELSEVIER SCI. B.V. 

TI Two sisters with multiple sclerosis, lamellar ichthyosis, beta 



thalassaemia minor and a deficiency of factor VIII. 
AB Two of four sisters have multiple sclerosis (MS) , lamellar ichthyosis, 
beta thalassaemia minor and a quantitative deficit of factor 
VIII -von Willebrand complex. The 

mother and the other sisters have only beta thalassaemia minor. The 
association of MS and a cluster of genetically determined diseases is 
rare. Such families could offer a new approach to the investigation of the 
polygenetic background of MS. 
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LI ANSWER 24 OF 25 EMBASE COPYRIGHT 2003 ELSEVIER SCI. B.V. 

TI Clinical efficacy of desmopressin acetate for hemostatic control in 
patients with primary platelet disorders undergoing surgery. 

AB Desmopressin acetate (DDAVP) is efficacious in patients with von 

Willebrand 's disease. It additionally appears to have value in patients 
with uremic or aspirin-induced platelet dysfunction. We report here three 
patients with primary platelet defects who had previously experienced 
grossly inadequate hemostasis to whom we administered DDAVP. Each 
successfully underwent surgical procedures with DDAVP as the only 
hemostatic agent. Although the mechanism of these salutary effects is 
unclear, DDAVP may exert an influence directly on the endothelium 
independent of correcting abnormalities of the factor 
VIII: von Willebrand complex 
associated with von Willebrand 's disease. 
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LI ANSWER 25 OF 25 EMBASE COPYRIGHT 2003 ELSEVIER SCI. B.V. 
TI The factor VIII complex in atherosclerosis: Effects of aspirin. 
AB Sixty patients with well -documented previous myocardial infarction were 
treated with either 1 gm of aspirin daily or a placebo (AMIS trial) . The 



factor VHI-von Willebrand factor complex was measured at 3-4 month 
intervals during the first 12-16 months of the trial. The levels of the 
complex did not change appreciably during this period, and the mean values 
for all but seven patients fell within 2 S.D. of the mean values obtained 
in normal laboratory controls. The concentrations of the factor 
VIII -von Willebrand complex in 

patients with a variety of vascular occlusive events did not differ from 
those in patients without such events. Finally, the mean values in 
patients treated with aspirin were virtually identical to those receiving 
placebo. We conclude that plasma levels of the factor VHI-von Willebrand 
factor complex are not altered in patients with atherosclerotic vascular 
disease, and are unaffected by aspirin therapy. 
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L3 ANSWER 1 OF 6 MEDLINE 

TI The interaction of the factor Vlll/von Willebrand factor complex 

(Vlll/vWf ) , with guanidinium-derivatized matrices. 
AB Five different guanidinium (Gu) -derivatized agarose matrices were 

investigated for their potential in chromatographically resolving the 

Factor VII I /von Willebrand 

complex, Vlll/vWf, fibrinogen, Fg, and fibronectin, Fn, from 
cryoprecipitate . Using conventional NaCl gradient methodology it was 
found that the order of elution of specific plasma proteins, and the yield 
of Vlll/vWf, varied with the methods used to derivatize the agarose beads. 
Good yields of VIII :C (generally 30-45%) were obtained with Gu-matrices 
prepared by bis-oxirane coupling procedures. Cryoprecipitate binding 
studies showed that the capacity of Gu-Sepharose 4B, prepared by isourea 
modification of amino-Sepharose 4B, was 36 units Vlll/vWf per ml matrix. 
The product, depleted of both Fg and Fn, had a specific activity of 2 
units VIII:C per mg total protein, (yield 100% vWf:Ag and 47% VIII:C). 
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L3 ANSWER 2 OF 6 USPATFULL 

TI CHIMERIC MAMMALIAN ALLANTOIS 

AB A method of fetal gene therapy is disclosed. In general, the method 

comprises the steps of identifying a fetus with a genetic defect, 
obtaining allantois/umbilical cord cells expressing a gene product that 
ameliorates the genetic defect, and exposing the fetus to the 
allantois/umbilical cord cells wherein a chimeric allantois is capable 
of supplying the gene product to the fetus is created. The present 
invention is also a method of examining the effect of test compounds on 
vasculogenesis and angiogenesis by observing the effect of the test 
compound on cultured allantoic explants. 
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L3 ANSWER 3 OF 6 USPATFULL 

TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant von Willebrand Factor (rvWF) 
is chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 



The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 



Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant von Willebrand Factor (rvWF) 
is chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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L3 ANSWER 5 OF 6 USPATFULL 

TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant von Willebrand Factor (rvWF) 
is chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity 
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L3 ANSWER 6 OF 6 USPATFULL 

TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant von Willebrand Factor (rvWF) 
is chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. The buffer solutions 
are preferably free of stabilizers, amino acids and other additives. 
According to this method, highly pure recombinant rvWF can be obtained, 
which is free from blood plasma proteins, especially free from Factor 
VIII, and is physiologically active. Further, the invention relates to a 
pharmaceutical preparation that contains rvWF, which comprises 
mulitimers with a high structural integrity. 
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L7 ANSWER 1 OF 1 USPATFULL 

TI Capillary electrophoresis assay method useful for the determination of 

constituents of a clinical sample 

AB Methods are provided for the analysis of constituents of human 

biological fluids using capillary electrophoresis. A clinical sample is 
mixed with a labeled reagent which specifically binds the analyte of 
interest. Capillary electrophoresis is then used to resolve bound from 
unbound reagent, and the constituents quantitated by measuring directly 
or indirectly the amount of bound reagent. 
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Lll ANSWER 1 OF 2 9 USPATFULL 

TI Method of recovering highly purified vWF or factor 

VIII /vWF- complex 

AB A method for purifying factor VIIl/vWF 

complex or free vWF by immunoaf f inity chromatography in a form 
suitable for use as a medicament. Factor VIIl/vWF 
complex or free vWF is recovered from an immunoaf f inity 
adsorbent by using an eluting agent containing a zwitterionic species 
The presence of the zwitterionic species allows for the use of mild 
conditions throughout the preparation, facilitating retention of 
molecular integrity, activity, and incorporation of the recovered 
proteins into pharmaceutical preparations without the need for 
additional stabilizers or preservatives. 
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ANSWER 2 OF 2 9 US PAT FULL 

von Willebrand factor (vWF) -containing 

preparation, process for preparing vWF-containing preparations, and use 

of such preparations 

A high-purity von Willebrand factor 

preparation, a process for making it, and use of the preparation and 
compositions containing it for the treatment of disorders are disclosed. 
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TI Human genes and gene expression products 

AB This invention relates to novel human polynucleotides and variants 

thereof, their encoded polypeptides and variants thereof, to genes 
corresponding to these polynucleotides and to proteins expressed by the 
genes. The invention also relates to diagnostic and therapeutic agents 
employing such novel human polynucleotides, their corresponding genes or 
gene products, e.g., these genes and proteins, including probes, 
antisense constructs, and antibodies. 
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TI Peptide extended glycosylated polypeptides 

AB Glycosylated polypeptides comprising the primary structure 

NH. sub. 2--X--Pp--COOH, wherein X is a peptide addition comprising or 
contributing to a glycosylation site, and Pp is a polypeptide of 
interest or comprising the primary structure NH . sub . 2 -P . sub . x- -X- - 
P. sub.y-COOH, wherein P.sub.x is an N- terminal part of a polypeptide Pp 
of interest, P.sub.y is a C-terminal part of said polypeptide Pp, and X 
is a peptide addition comprising or contributing to a glycosylation site 
are provided. The glycosylated polypeptides possess improved properties 
as compared to the polypeptide of interest. 



CAS INDEXING IS AVAILABLE FOR THIS 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT . 
2003 : 51224 USPATFULL 

Peptide extended glycosylated polypeptides 
Okkels, Jens Sigurd, Vedbaek, DENMARK 
Jensen, Anne Dam, Copenhagen, DENMARK 
van den Hazel, Bart, Copenhagen, DENMARK 



PATENT INFORMATION: 
APPLICATION INFO.: 



NUMBER 



KIND 



DATE 



US 2003036181 Al 20030220 

US 2001-896896 Al 20010629 (9) 



NUMBER 



DATE 



PRIORITY INFORMATION: 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



DK 2000-1027 20000630 
DK 2000-1092 20000714 
WO 2000-DK743 20001229 
WO 2001-DK90 20010209 
US 2000-217497P 20000711 (60) 
US 2000-225558P 20000816 (60) 
Utility 
APPLICATION 

MAXYGEN, INC., 515 GALVESTON DRIVE, RED WOOD CITY, CA, 

94063 

57 

1 

2 Drawing Page(s) 
4732 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



Lll ANSWER 5 OF 2 9 USPATFULL 

TI Purification of von -Willeb rand factor by- 

cation exchanger chromatography 

AB Disclosed are a method of recovering vWF in which vWF at a low 

salt concentration is bound to a cation exchanger and vWF having 

a high specific activity is recovered by fractionated elution, as well 

as a preparation having purified vWF obtainable by this method. 
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Lll ANSWER 6 OF 2 9 USPATFULL 

TI Method for purifying factor vWF-complex by means of cation 

exchange chromatography 
AB There is disclosed a method of recovering factor VIII 

/vWF-complex which is characterized in that factor 



VIIl/vWF-complex from a protein solution is bound to a 

cation exchanger and is recovered by step-wise elution of factor 

VIII /vWF- complex, which particularly contains 

high-molecular vWF multimers, as well as a factor VIII 

/vWF- complex obtainable by means of cation exchange 

chromatography . 
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TI Immunotolerant prothrombin complex preparation 

AB The invention relates to an immunotolerant prothrombin complex 

preparation, a method of producing this preparation, as well as the use 
of the preparation for producing a medicament, 
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Lll ANSWER 8 OF 2 9 US PAT FULL 

TI Stable factor VIII / vWF-complex 

AB There are disclosed a stable factor VIIl/vWF- 

complex, particularly comprising high-molecular vWF multimers, 
being free from low-molecular vWF molecules and from proteolytic vWF 
degradation products, as well as a method of producing this 
complex. 
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TI Pasteurized, purified von Willebrand factor 

concentrate and a process for the preparation thereof 

AB A process for the preparation of a concentrate of von 

Willebrand factor is described, entailing a solution 
of a complex of this factor with factor VIII 
:C being optionally pasteurized and treated with an anion 
exchanger, there being no binding of the von 
Willebrand factor. 
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TI Stable factor Vlll/von Willebrand 

factor complex 

AB There are disclosed a stable factor VIIl/vWF- 

complex, particularly comprising high-molecular vWF multimers, 
being free from low-molecular vWF molecules and from proteolytic vWF 
degradation products, as well as a method of producing this 
complex . 
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TI Pharmaceutical preparation for treating blood coagulation disorders 

AB There is disclosed a pharmaceutical preparation for treating blood 

coagulation disorders which comprises purified prothrombinase factors, 
in particular purified prothrombin and optionally purified factor Xa as 
active component. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



2001:63240 US PATFULL 

Pharmaceutical preparation for treating blood 
coagulation disorders 

Turecek, Peter, Klosterneuburg/Weidling, Austria 
Schwarz , Hans -Peter, Vienna, Austria 
Eibl , Johann, Vienna, Austria 

Baxter Aktiengesellschaf t , Vienna, Austria (non-U. S . 
corporation) 



NUMBER KIND DATE 



PATENT INFORMATION: US 6224862 Bl 20010501 

APPLICATION INFO. : US 2000-521219 20000308 (9) 

RELATED APPLN. INFO.: Division of Ser. No. US 1999-245339, filed on 5 Feb 

1999 Division of Ser. No. US 1998-165745, filed on 6 
Oct 1998, now patented, Pat. No. US 6039945 Division of 
Ser. No. US 1997-821763, filed on 20 Mar 1997, now 
patented, Pat. No. US 5866122, issued on 2 Feb 1999 

NUMBER DATE 



PRIORITY INFORMATION: 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



AT 1996-518 19960320 
AT 1996-1573 19960904 
AT 1996-1673 19960920 
Utility 
Granted 

Weddington, Kevin E 
Heller Ehrman White 
4 
1 

10 Drawing Figure (s 
1454 



& McAuliffe 



8 Drawing Page(s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



Lll ANSWER 12 OF 2 9 USPATFULL 

TI Pharmaceutical preparation for treating blood coagulation disorders 

AB There is disclosed a pharmaceutical preparation for treating blood 

coagulation disorders which comprises purified prothrombinase factors, 
in particular purified prothrombin and optionally purified factor Xa as 
active component. 
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TI Method for isolation of highly pure von willebrand 

factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant 
von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange chromatography on an 

anion exchanger of the quaternary amino type in a 

buffer solution comprising buffer substances and optionally salt 



The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically 
active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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Lll ANSWER 14 OF 2 9 US PAT FULL 

TI Pharmaceutical preparation for treating blood coagulation disorders 

AB There is disclosed a pharmaceutical preparation for treating blood 

coagulation disorders which comprises purified prothrombinase factors, 
in particular purified prothrombin and optionally purified factor Xa as 
active component. 
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TI Pharmaceutical preparation for treating blood coagulation disorders 

AB There is disclosed a pharmaceutical preparation for treating blood 

coagulation disorders which comprises purified prothrombinase factors, 
in particular purified prothrombin and optionally purified factor Xa as 
active component. 
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TI High molecular and low molecular fractions of von 

willebrand factor 

AB The invention provides high and low molecular weight fraction of 

von Willebrand Factor (vWF) , which can be 

obtained by absorbing vWF to a heparin affinity support followed by 
eluting the vWF at differing salt concentrations. 
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TI Method for isolation of highly pure von willebrand 

factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant 
von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange chromatography on an 

anion exchanger of the quaternary amino type in a 

buffer solution comprising buffer substances and optionally salt 



The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically 
active . 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of mul timers with a high structural 
integrity. 
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Lll ANSWER 18 OF 2 9 USPATFULL 

TI Method for isolation of highly pure von Willebrand 

Factor 

AB The invention relates to a method for isolation of highly pure 

von Willebrand Factor in which recombinant 
von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange chromatography on an 

anion exchanger of the quaternary amino type in a 

buffer solution comprising buffer substances and optionally salt 



The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically 
active . 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity 
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TI High molecular and low molecular fractions of von 

Willebrand Factor 

AB The present invention relates to a method for separation of vWF into 

high molecular vWF and low molecular vWF which is characterized in that 
vWF is bound to an affinity support and is then eluted at different 
salt concentrations. 
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TI High and low molecular weight fractions of von 

Willebrand Factor and preparations of same 
AB The invention provides high and low molecular weight fraction of 

von Willebrand Factor (vWF) , which can be 

obtained by absorbing vWF to a heparin affinity support followed by 
eluting the vWF at differing salt concentrations The low 
molecular weight fraction is predominantly dimers and tetramers, and the 
high molecular weight fraction is predominantly larger multimers. 
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TI Pharmaceutical preparation for treating blood coagulation disorders 

AB There is disclosed a pharmaceutical preparation for treating blood 

coagulation disorders which comprises purified prothrombinase factors, 
in particular purified prothrombin and optionally purified factor Xa as 
active component. 
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TI Method for isolation of highly pure von Willebrand 



Factor 

AB The invention relates to a method for isolation of highly pure 
von Willebrand Factor in which recombinant 
von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange chromatography on an 

anion exchanger of the quaternary amino type in a 

buffer solution comprising buffer substances and optionally salt 

. The buffer solutions are preferably free of stabilizers, amino acids 

and other additives. According to this method, highly pure recombinant 

rvWF can be obtained, which is free from blood plasma proteins, 

especially free from Factor VIII, and is 

physiologically active. Further, the invention relates to a 
pharmaceutical preparation that contains rvWF, which comprises 
mulitimers with a high structural integrity. 
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TI Process for recovering a high-purity virus-inactivated factor 

VIII by anion exchanger chromatography 

AB Described is an economical process for the recovery of factor 
VIII from blood plasma or cryoprecipitate . In the process, 
anion exchanger chromatography is conducted using a 

separating material based on carriers containing hydroxyl groups, the 
surfaces of which carriers have been coated with covalently boded 
polymers. The polymers contain repeating units represented by formula 
(I) . ##STR1## 
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TI Process for an industrial -scale preparation of a standardized human 

von Willebrand factor concentrate of very 
high purity and suitable for therapeutic use 

AB The invention relates to a process for purifying human von 

Willebrand factor from a cryoprecipitated plasma 
fraction, which comprises a combination of three chromatographic 
separation steps. The first chromatographic separation step comprises 
contacting a cryoprecipitated fraction with a large-pore vinyl polymer 
resin having DEAE group. The effluent from this separation step is again 
contacted with a large pore vinyl polymer resin having DEAE groups in 
the second chromatographic step. In the third chromatographic separation 
step, the effluent from the second step is subjected to affinity 
chromatography by contacting with gelatin-Sepharose . The concentrate 
obtained has very high specific activity and a high percentage of high 
molecular weight multimers. The concentrate is intended, in particular, 
for therapeutic use. 
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TI Process for isolating coagulation factors, and adsorbent material 

suitable therefor 

AB This invention relates to a process and to absorbent material for 

isolating coagulation factors, including FVIII and vWF, from the example 
blood plasma and plasma products by means of liquid chromatography. The 
adsorbent material comprises a polymeric carrier to which amino groups 
are linked as ligands through spacers. The spacers have a chain length 
of at least 6 atoms and contain at least one hydrophilic link within the 
chain. The spacers preferably have the formula -- (CH. sub . 2) . sub .m 
--CO--NH-- (CH. sub. 2) .sub.n -- wherein m and n each represent an integer 
of 1-6 and m+n is at least 4. The spacers are preferably linked to the 
carrier through --CO--NH-- groups. The ligand density in the absorbent 
material is preferably higher than 3 0 umoles/ml of swollen matrix. 
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TI Biologically active fragments of human antihemophilic factor and method 

for preparation thereof 

AB Novel, biologically active fragments of human antihemophilic factor, 

processes for their preparation, pharmaceutical preparations containing 
them and the use of such fragments in the treatment of patients 



suffering from hemophilia. 
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TI Biologically active fragments of human antihemophilic factor and method 

for preparation thereof 
AB Novel, biologically active fragments of human antihemophilic factor, 

processes for their preparation, pharmaceutical preparations containing 

them and the use of such fragments in the treatment of patients 

suffering from hemophilia. 
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TI Deglycosylated Human Factor VIII :C 

AB Highly purified, biologically active Human Factor VIII 

:C having specific activities of about 4000-8000 units per milligram of 

protein is prepared. In the method of preparation, an AHF concentrate is 

solubilized or equilibrated in an aqueous medium and treated to change 

the effective Stokes' radius of the Factor VIII :C to 

an apparently low value and then subjected to a separation from the 

concentrate. Treatment of the highly purified Factor 

VIII :C with a mixture of glycosidases causes substantial removal 

of carbohydrate side chains without reduction of procoagulant activity 

and with retention of significant in vivo survival time. 
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TI Preparation of highly purified human antihemophilic factor 

AB Highly purified, biologically active Human Antihemophilic Factor (AHF) 

preparations are prepared having specific activities of about 4000-8000 
units per milligram of AHF. In the method of preparation an AHF 
concentrate, prepared by fractionation of plasma to partially remove 
fibrinogen, fibronectin and other plasma components is subjected to a 
separation on the basis of Stokes' radius to separate AHF from the bulk 
of remaining proteins in the AHF concentrate. The pooled fractions 
containing AHF activity are concentrated by precipitation with ammonium 
sulfate, sodium sulfate, etc., by diaf iltration, by PEG addition, or the 
like. The concentrate, is solubilized or equilibrated in an aqueous 
medium and treated to change the effective Stokes 1 radius of the AHF to 
an apparently low value and then subjected to a separation from the 
concentrate. The AHF pool from above is treated to remove cations by 



dialysis against an appropriate buffer of lower ionic strength and 
chromatographed on an anion-exchange medium. The AHF fraction from the 
above chromatography, is a highly purified AHF preparation. 
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TI [Postoperative haemorrhagia in a girl with congenital factor XI deficiency 
- successful treatment with desmopressin (DDAVP, Minirin (R) ) ] . 
Postoperative Blutung bei einem Madchen mit angeborenem Faktor-XI -Mangel - 
erfolgreiche Therapie mit Desmopressin (DDAVP, Minirin(R)). 

AB The rare factor XI deficiency is associated with different profuse 

bleeding without correlation to the severity of reduction of factor XI. 
Accordingly, traumata or surgical procedures may cause unexpected 
excessive bleeding in asymptomatic patients. After surgery of a 
nine-year-old girl with factor XI deficiency (8 per cent) profuse bleeding 



ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE : 



occurred which could only be stopped after infusion of desmopressin. 
After administration the factor XI activity was increased to 31 per cent, 
the factor VIII even to 290 per cent over the normal range. We suppose 
that the favorable clinical effectiveness is not only related to the 
increasing factor XI activity but also to the elevation of the 
factor VTIl/von-Willebrand- 

complex. CONCLUSION: It is recommended to give desmopressin as 
firstline therapy of bleeding by factor XI deficiency since the only 
effective alternative such as substitution of factor XI by transfusion of 
fresh frozen plasma is associated with the risk of transmission of virus 
infections . 
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[Postoperative haemorrhagia in a girl with congenital 
factor XI deficiency - successful treatment with 
desmopressin ( DDAVP , Minirin(R) ) ] . 
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TI Influence of factor Vlll/von 

Willebrand complex on the activated protein C-resistance 

phenotype and on the risk for venous thromboembolism in heterozygous 

carriers of the factor V Leiden mutation. 

AB High factor VIII plasma levels have been shown to represent a common 

increased risk for venous thromboembolism (VTE) and may cause an activated 
protein C (APC) resistance in the absence of the factor V Leiden mutation, 
but there are no studies specifically aimed to establish if high factor 
VIII and von Willebrand factor (vWF) concentrations may influence the APC 
sensitivity ratio (APC-SR) and increase the risk for VTE in the presence 
of the factor V Leiden mutation. For this purpose, we performed a 
retrospective case-control study to investigate the influence of the 
procoagulant factor VIII (VIII :C) and the antigen of vWF (vWF:Ag) on the 
normalized APC-SR (n-APC-SR) and on the risk for VTE, in two selected 
groups of 30 symptomatic (Group I) and 32 asymptomatic (Group II) related 
heterozygotes for the factor V Leiden mutation. Differences between the 
two groups (Group I versus Group II) were: n-APC-SR, 0.57+/ -0.06 versus 
0.63+/-0.08, P = 0.001; factor VIII:C, 1.49+/-0.42 versus 1.13+/-0.28 
IU/ml, P<0.001; vWF:Ag, 1.46+/-0.53 versus 1.26+/-0.32 IU/ml, NS . As a 
whole (Group I + Group II), Pearson correlation coefficients were: 
n-APC-SR versus factor VIII:C, r = -0.410, P = 0.001; n-APC-SR versus 
vWF:Ag, r = -0.309, P = 0.01; factor VIII:C versus vWF:Ag, r = +0.640, 
P<0.0001. The relative risk for VTE in individuals with the factor VIII :C 
concentration > 1.5 IU/ml was 2.5 (95% confidence interval 1.6-3.9). We 
concluded that high factor VIII :C levels, probably in the effect of vWF, 
play a determinant role in worsening the APC-resistance phenotype and 
represent a common additional risk factor for VTE in heterozygous carriers 
of the factor V Leiden mutation. 
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Influence of factor Vlll/von 
Willebrand complex on the activated 

protein C-resistance phenotype and on the risk for venous 
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TI [Traumatic emergencies and hemostasis] . 
Urgences traumatologiques et hemostase. 

AB The occurrence of bleeding in trauma patients is a life-threatening 

problem which can be explained by different mechanisms. The infusion of 
cristalloids, colloids, packed red blood cells, or even fresh frozen 
plasma is very rarely responsible for bleeding but it can contribute to 
dilute the patient's platelet pool, and especially dilutional 
thrombocytopenia is the first cause of bleeding after massive transfusion. 
Blood coagulation factor activity is decreased after a massive fluid 
infusion is performed but it has to reach a dramatically low plasma level 
in order to induce troubles. It has to be emphasized that colloids and 
especially dextrans can impair the patient's haemostasis by interfering 
the same way with the factor VIII -von 

Willebrand complex and fibrin formation. Gelatins do 

not interfere with platelets or with the coagulation system. A third 
mechanism that can explain the strong link between haemostasis and 
haemodilution is the haemostatic role of red cells. It has been shown in 
experimental models that red cells play a definite function in promoting 
platelet accretion on the damaged vessel surface. Higher values of 
haematocrit (Ht) are responsible for a better platelet adhesion On the 
opposite, platelet adhesion decreases when low values of Ht (< 20%) are 
reached. Hypothermia can also impair platelet function and worsen the 
bleeding. A simplified monitoring of haemostasis can be proposed with 
platelet count, whole blood coagulation clotting time, immediately 
available activated partial thromboplastin time and prothrombin time with 
bedside portable monitors and thromboelastography . Haematocrit and body 
temperature have to be monitored as well. 
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TI Two sisters with multiple sclerosis, lamellar ichthyosis, beta 

thalassaemia minor and a deficiency of factor VIII. 
AB Two of four sisters have multiple sclerosis (MS), lamellar ichthyosis, 

beta thalassaemia minor and a quantitative deficit of factor 

VIII -von Willebrand complex. The 

mother and the other sisters have only beta thalassaemia minor. The 
association of MS and a cluster of genetically determined diseases is 
rare. Such families could offer a new approach to the investigation of 
the polygenetic background of MS. 
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The interaction of the factor VHI/von Willebrand factor complex 
(Vlll/vWf ) , with guanidinium-derivatized matrices. 
Five different guanidinium (Gu) -derivatized agarose matrices were 
investigated for their potential in chromatographically resolving the 
Factor Vlll/von Willebrand 

complex, Vlll/vWf, fibrinogen, Fg, and fibronectin, Fn, from 
cryoprecipitate . Using conventional NaCl gradient methodology it was 
found that the order of elution of specific plasma proteins, and the yield 
of Vlll/vWf, varied with the methods used to derivatize the agarose beads. 
Good yields of VIII :C (generally 30-45%) were obtained with Gu-matrices 
prepared by bis-oxirane coupling procedures. Cryoprecipitate binding 
studies showed that the capacity of Gu-Sepharose 4B, prepared by isourea 
modification of amino -Sepharose 4B, was 36 units Vlll/vWf per ml matrix. 

depleted of both Fg and Fn, had a specific activity of 2 
per mg total protein, (yield 100% vWf :Ag and 47% VIII :C) . 
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TI Clinical efficacy of desmopressin acetate for hemostatic control in 
patients with primary platelet disorders undergoing surgery. 

AB Desmopressin acetate (DDAVP) is efficacious in patients with von 

Willebrand's disease. It additionally appears to have value in patients 
with uremic or aspirin- induced platelet dysfunction. We report here three 
patients with primary platelet defects who had previously experienced 
grossly inadequate hemostasis to whom we administered DDAVP. Each 
successfully underwent surgical procedures with DDAVP as the only 
hemostatic agent. Although the mechanism of these salutary effects is 
unclear, DDAVP may exert an influence directly on the endothelium 
independent of correcting abnormalities of the factor 
VIII: von Willebrand complex 
associated with von Willebrand's disease. 
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TI CHIMERIC MAMMALIAN ALLANTOIS 

AB A method of fetal gene therapy is disclosed. In general, the method 

comprises the steps of identifying a fetus with a genetic defect, 
obtaining allantois/umbilical cord cells expressing a gene product that 
ameliorates the genetic defect, and exposing the fetus to the 
allantois/umbilical cord cells wherein a chimeric allantois is capable 
of supplying the gene product to the fetus is created. The present 
invention is also a method of examining the effect of test compounds on 
vasculogenesis and angiogenesis by observing the effect of the test 
compound on cultured allantoic explants. 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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TI Process for testing suitability of protein fractions containing factor 

VIII 

AB The method for the aptitude testing of protein fractions containing 
factor VIII the further processing of which comprises a pasteurizing 
step is performed in such a way that the starting material is examined 
for fragments within a range of from 2 0 to 50 kD. Fragments of factor 
VIII within this range evidently cause inhibitor formations in patients 
pretreated with factor VIII. Batches contaminated with such fragments 
can also be utilized, i.e., for the preparation of a high purity 
virus-free factor VIII by size exclusion chromatography on hydrophilic 
materials . 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 



The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 



Further, the invention relates to a pharmaceutical preparation that 



contains rvWF, which is comprised of mul timers with a high structural 
integrity. 
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Ti Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity 
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TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange chromatography on an 
anion exchanger of the quaternary amino type in a buffer solution 
comprising buffer substances and optionally salt. The buffer solutions 
are preferably free of stabilizers, amino acids and other additives. 
According to this method, highly pure recombinant rvWF can be obtained, 
which is free from blood plasma proteins, especially free from Factor 
VIII, and is physiologically active. Further, the invention relates to a 
pharmaceutical preparation that contains rvWF, which comprises 
mulitimers with a high structural integrity. 
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TI Antiplasma animal model 

AB There is disclosed an anti-plasma antibody preparation for treatment of 

a mammal, which preparation is capable of directly or indirectly 
inhibiting and/or eliminating several blood factors, a method of 
producing such a preparation and a method of evaluating substances for 
treating clotting disorders by using said ant i -plasma antibody 
preparation. There is further disclosed a method of determining the 
bleeding characteristics of a mammal. 
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TI Biologically active fragments of human antihemophilic factor and method 

for preparation thereof 
AB Novel, biologically active fragments of human antihemophilic factor, 

processes for their preparation, pharmaceutical preparations containing 

them and the use of such fragments in the treatment of patients 

suffering from hemophilia. 
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ANSWER 15 OF 23 EMBASE COPYRIGHT 2003 ELSEVIER SCI. B.V. 
[Postoperative haemorrhagia in a girl with congenital factor XI deficiency 
- Successful treatment with desmopressin (DDAVP, Minirin . RTM . ) ] . 
POSTOPERATIVE BLUTUNG BE I EINEM MADCHEN MIT ANGEBORENEM FAKTOR-XI -MANGEL - 
ERFOLGRE I CHE THERAPIE MIT DESMOPRESSIN (DDAVP, MINIRIN . RTM .) . 
The rare factor XI deficiency is associated with different profuse 
bleeding without correlation to the severity of reduction of factor XI. 
Accordingly, traumata or surgical procedures may cause unexpected 
excessive bleeding in asymptomatic patients. After surgery of a 
nine-year-old girl with factor XI deficiency (8 per cent) profuse bleeding 
occured which could only be stopped after infusion of desmopressin. After 
administration the factor XI activity was increased to 31 per cent, the 
factor VIII even to 290 per cent over the normal rang. We suppose that the 
favorable clinical effectiveness is not only related to the increasing 
factor XI activity but also to the elevation of the factor 
Vlll/von-Willebrand-complex. 

Conclusion: It is recommended to give desmopressin as firstline therapy of 
bleeding by factor XI deficiency since the only effective alternative such 
as substitution of factor XI by transfusion of fresh frozen plasma is 
associated with the risk of transmission of virus infections. 
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ANSWER 16 OF 23 EMBASE COPYRIGHT 2003 ELSEVIER SCI. B.V. 
Influence of factor Vlll/von 

Willebrand complex on the activated protein C-resistance 

phenotype and on the risk for venous thromboembolism in heterozygous 

carriers of the factor V Leiden mutation. 

High factor VIII plasma levels have been shown to represent a common 
increased risk for venous thromboembolism (VTE) and may cause an activated 
protein C (APC) resistance in the absence of the factor V Leiden mutation, 
but there are no studies specifically aimed to establish if high factor 
VIII and von Willebrand factor (vWF) concentrations may influence the APC 
sensitivity ratio (APC-SR) and increase the risk for VTE in the presence 
of the factor V Leiden mutation. For this purpose, we performed a 
retrospective case-control study to investigate the influence of the 
procoagulant factor VIII (VIII :C) and the antigen of vWF (vWF:Ag) on the 
normalized APC-SR (n- APC-SR) and on the risk for VTE, in two selected 
groups of 3 0 symptomatic (Group I) and 32 asymptomatic (Group II) related 
heterozygotes for the factor V Leiden mutation. Differences between the 
two groups (Group I versus Group II) were: n-APC-SR, 0.57 .+-. 0.06 versus 
0.63 .+-. 0.08, P = 0.001; factor VIII:C, 
.+-.0.28 IU/ml, P<0.001; vWF:Ag, 1.46 .+- 
IU/ml, NS. As a whole (Group I+Group II), 
were: n-APC-SR versus factor VIII :C, r=-0 

vWF:Ag, r=-0.309, P=0.01; factor VIII:C versus vWF:Ag, r=+0.640, 
The relative risk for VTE in individuals with the factor VIII :C 
concentration > 1.5 IU/ml was 2,5 (95% confidence interval 1.6- 3.9). We 
concluded that high factor VIII :C levels, probably in the effect of vWF, 
play a determinant role in worsening the APC-resistance phenotype and 
represent a common additional risk factor for VTE in heterozygous carriers 
of the factor V Leiden mutation. 



1.49 .+-. 0.42 versus 1.13 
0.53 versus 1.26 .+-. 0.32 
Pearson correlation coefficients 
410, P=0.001; n-APC-SR versus 

P<0 .0001. 
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TI Two sisters with multiple sclerosis, lamellar ichthyosis, beta 



thalassaemia minor and a deficiency of factor VIII. 
AB Two of four sisters have multiple sclerosis (MS), lamellar ichthyosis, 
beta thalassaemia minor and a quantitative deficit of factor 
VIII -von Willebrand complex. The 

mother and the other sisters have only beta thalassaemia minor. The 
association of MS and a cluster of genetically determined diseases is 
rare. Such families could offer a new approach to the investigation of the 
polygenetic background of MS. 
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TI Clinical efficacy of desmopressin acetate for hemostatic control in 

patients with primary platelet disorders undergoing surgery. 
AB Desmopressin acetate (DDAVP) is efficacious in patients with von 

Willebrand' s disease. It additionally appears to have value in patients 
with uremic or aspirin- induced platelet dysfunction. We report here three 
patients with primary platelet defects who had previously experienced 
grossly inadequate hemostasis to whom we administered DDAVP. Each 
successfully underwent surgical procedures with DDAVP as the only 
hemostatic agent. Although the mechanism of these salutary effects is 
unclear, DDAVP may exert an influence directly on the endothelium 
independent of correcting abnormalities of the factor 
VIII: von Willebrand complex 
associated with von Willebrand 's disease. 
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TI The factor VIII complex in atherosclerosis: Effects of aspirin. 
AB Sixty patients with well -documented previous myocardial infarction were 
treated with either 1 gm of aspirin daily or a placebo (AMIS trial) . The 



factor VIII -von Willebrand factor complex was measured at 3-4 month 
intervals during the first 12-16 months of the trial. The levels of the 
complex did not change appreciably during this period, and the mean values 
for all but seven patients fell within 2 S.D. of the mean values obtained 
in normal laboratory controls. The concentrations of the factor 
VIII -von Willebrand complex in 

patients with a variety of vascular occlusive events did not differ from 
those in patients without such events. Finally, the mean values in 
patients treated with aspirin were virtually identical to those receiving 
placebo. We conclude that plasma levels of the factor VHI-von Willebrand 
factor complex are not altered in patients with atherosclerotic vascular 
disease, and are unaffected by aspirin therapy. 
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TI Postoperative haemorrhagia in a girl with congenital factor XI deficiency 
- successful treatment with desmopressin (DDAVP, Minirin (R) ) 

AB The rare factor XI deficiency is associated with different profuse 

bleeding without correlation to the severity of reduction of factor XI. 
Accordingly, traumata or surgical procedures may cause unexpected 
excessive bleeding in asymptomatic patients. After surgery of a 
nine-year-old girl with factor XI deficiency (8 per cent) profuse bleeding 
occurred which could only be stopped after infusion of desmopressin. After 
administration the factor XI activity was increased to 31 per cent, the 
factor VIII even to 290 per cent over the normal rang. We suppose that the 
favorable clinical effectiveness is not only related to the increasing 
factor XI activity but also to the elevation of the factor 
Vlll/von-Willebrand-complex . 

Conclusion: It is recommended to give desmopressin as firstline therapy 
of bleeding by factor XI deficiency since the only effective alternative 
such as substitution of factor XI by transfusion of fresh frozen plasma is 
associated with the risk of transmission of virus infections. 
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TI Influence of factor Vlll/von 

Willebrand complex on the activated protein C-resistance 
phenotype and on the risk for venous thromboembolism in heterozygous 
carriers of the factor V Leiden mutation 
AB High factor WI plasma levels have been shown to represent a common 

increased risk for venous thromboembolism (VTE) and may cause an activated 
protein C (APC) resistance in the absence of the factor V Leiden mutation, 
but there are no studies specifically aimed to establish if high factor 
VIII and von Willebrand factor (vWF) concentrations may influence the APC 
sensitivity ratio (APC-SR) and increase the risk for VTE in the presence 
of the factor V Leiden mutation. For this purpose, we performed a 
retrospective case-control study to investigate the influence of the 
procoagulant factor VIII (WI:C) and the antigen of vWF (vWF:Ag) on the 
normalized APC-SR (n-APC-SR) and on the risk for VTE, in two selected 
groups of 3 0 symptomatic (Group I) and 32 asymptomatic (Group II) related 
heterozygotes for the factor V Leiden mutation. Differences between the 
two groups (Group I versus Group II) were: n-APC-SR, 0.57 +/- 0.06 versus 
0.63 +/- 0.08, P = 0.001; factor VIII:C, 1.49 +/- 0.42 versus 1.13 +/- 
0.28 IU/ml, P < 0.001; vWF:Ag, 1.46 +/- 0.53 versus 1.26 +/- 0.32 IU/ml , 
NS. As a whole (Group I + Group II), Pearson correlation coefficients 
were: n-APC-SR versus factor VIII :C, r = -0.410, P = 0.001; n-APC-SR 
versus vWF:Ag, r = -0.309, P = 0.01; factor VIII :C versus vWF:Ag, r = 
+0.640, P < 0.0001. The relative risk for VTE in individuals with the 
factor VIII :C concentration >1.5 IU/ml was 2.5 (95% confidence interval 
1.6-3.9). We concluded that high factor VIII:C levels, probably in the 
effect of vWF, play a determinant role in worsening the APC-resistance 
phenotype and represent a common additional risk factor for VTE in 
heterozygous carriers of the factor V Leiden mutation. (C) 1999 Lippincott 
Williams & Wilkins. 
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MINOR AND A DEFICIENCY OF FACTOR-VIII 
AB Two of four sisters have multiple sclerosis (MS) , lamellar ichthyosis, 

beta thalassaemia minor and a quantitative deficit of factor 

VIII -von Willebrand complex. The 

mother and the other sisters have only beta thalassaemia minor. The 
association of MS and a cluster of genetically determined diseases is 
rare. Such families could offer a new approach to the investigation of the 
polygenetic background of MS. 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange 

chromatography on an anion exchanger of the quaternary amino type in a 
buffer solution comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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TI Process for testing suitability of protein fractions containing factor 

VIII 

AB The method for the aptitude testing of protein fractions containing 

factor VIII the further processing of which comprises a pasteurizing 
step is performed in such a way that the starting material is examined 
for fragments within a range of from 20 to 50 kD. Fragments of factor 
VIII within this range evidently cause inhibitor formations in patients 
pretreated with factor VIII. Batches contaminated with such fragments 
can also be utilized, i.e., for the preparation of a high purity 
virus-free factor VIII by size exclusion chromatography on hydrophilic 
materials . 
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TI Method for isolation of highly pure von willebrand factor 

AB The invention relates to a method for isolation of highly pure von 



Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 
chromatographically purified by anion exchange 

chromatography on an anion exchanger of the quaternary amino type in a 
buffer solution comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 

Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity. 
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TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange 

chromatography on an anion exchanger of the quaternary amino type in a 
buffer solution comprising buffer substances and optionally salt. 

The buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant vWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. 



Further, the invention relates to a pharmaceutical preparation that 
contains rvWF, which is comprised of multimers with a high structural 
integrity 
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TI Method for isolation of highly pure von Willebrand Factor 

AB The invention relates to a method for isolation of highly pure von 

Willebrand Factor in which recombinant von Willebrand Factor (rvWF) is 

chromatographically purified by anion exchange 

chromatography on an anion exchanger of the quaternary amino type in a 
buffer solution comprising buffer substances and optionally salt. The 
buffer solutions are preferably free of stabilizers, amino acids and 
other additives. According to this method, highly pure recombinant rvWF 
can be obtained, which is free from blood plasma proteins, especially 
free from Factor VIII, and is physiologically active. Further, the 
invention relates to a pharmaceutical preparation that contains rvWF, 
which comprises mulitimers with a high structural integrity. 
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TI Biologically active fragments of human antihemophilic factor and method 

for preparation thereof 
AB Novel, biologically active fragments of human antihemophilic factor, 
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AB The invention relates to a test kit for analyzing the von 
Willebrand factor-cleaving protease and for carrying out 
differential diagnosis between patients with thrombotic thrombocytopenic 
purpura and patients with hemolytic-uremic syndrome. Said test kit 
consists of a std. von Willebrand factor prepn. which 
is free of von Willebrand factor-cleaving activity, as 
a substrate for the von Willebrand factor-cleaving 

activity in a sample or in the patient plasma, and an immunoassay system 
for quant, detg. the bonding of von Willebrand factor 
to collagen. The invention also relates to a method for 
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detecting an acquired or congenital deficiency of von 

Willebrand factor-cleaving protease. 
ST Factor VIII cleaving protease, detn test kit collagen immunoassay 
IT Collagens, biological studies 

RL: ARG (Analytical reagent use).; BPR (Biological process); THU 

(Therapeutic use) ; ANST (Analytical study) ; BIOL (Biological study) ; PROC 

(Process); USES (Uses) 

(conjugate with avidin; test kit for analyzing Factor VHI-cleaving 
protease via collagen-binding immunoassay) 
IT Avidins 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(conjugate with collagen; test kit for analyzing Factor 
VHI-cleaving protease via collagen-binding immunoassay) 
IT Immunoassay 

(enzyme-linked immunosorbent assay; test kit for analyzing Factor 

VHI-cleaving protease via collagen-binding immunoassay) 
IT Kidney, disease 

(hemolytic-uremic syndrome; test kit for analyzing Factor VHI-cleaving 

protease via collagen-binding immunoassay) 
IT Immunoassay 

(immunoblotting; test kit for analyzing Factor VHI-cleaving protease 
via collagen-binding immunoassay) 
IT Blood analysis 

Immobilization, biochemical 
Microtiter plates 
Test kits 

(test kit for analyzing Factor VHI-cleaving protease via 
collagen-binding immunoassay) 
IT Purpura (disease) 

(thrombotic thrombocytopenic; test kit for analyzing Factor 
VHI-cleaving protease via collagen-binding immunoassay) 
IT 109319-16-6, Blood-coagulation factor VIII, von 
Willebrand 1 s 

RL: BPR (Biological process); THU (Therapeutic use); BIOL (Biological 
study); PROC (Process); USES (Uses) 

(test kit for analyzing Factor VHI-cleaving protease via 
collagen-binding immunoassay) 
IT 9001-92-7, Protease 

RL: ANT (Analyte) ; THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(von Willebrand factor-cleaving protease; test kit 
for analyzing Factor VHI-cleaving protease via collagen 
-binding immunoassay) 
RE . CNT 6 
RE 

(1) Furlan, M; ANNALS OF HEMATOLOGY 1996, V72(6), P341 HCAPLUS 

(2) Furlan, M; BLOOD 1996, V87(10), P4223 HCAPLUS 

(3) Gerritsen, H; THROMBOSIS AND HAEMOSTASIS 1999, V82, P1386 HCAPLUS 

(4) Immuno Ag; WO 9741206 A 1997 

(5) Immuno Ag; AT 403853 B 1998 

(6) Mannucci, P; THROMBOSIS AND HAEMOSTASIS 1999, V82, P1380 MEDLINE 

L40 ANSWER 2 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 2000:592747 HCAPLUS 
DN 133:168335 

TI Method for producing a von Willebrand factor 

preparation using thrombin 
IN Varadi, Katalin; Turecek, Peter; Schwarz, Hans-Peter 
PA Baxter Aktiengesellschaf t, Austria 
SO PCT Int. Appl., 30 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
IC ICM C07K014-745 

ICS C12N009-74; C07K001-12 
CC 63-3 (Pharmaceuticals) 
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AB The invention concerns 


a method 


for 


the 


prodn. 


of a 


von 









Willebrand factor prepn. from pro-von Willebrand 

factor (pro-vWF) by treating pro-vWF with thrombin followed by purifn. and 
virus inactivation for therapeutic application. After treatment of 
pro-vWF with thrombin, von Willebrand factor can be 
bound onto columns with immobilized heparin; prepro-von 
Willebrand factor (pp-vWF) remains in the soln. and can be 
obtained as byproduct. The prepn. also contains calcium. Pro-vWF can be 
of natural origin or produced as recombinant protein. The prepn. can be 
formulated as a two-component product; component A contg. pro-vWF and 
optionally a fibrin-adherent protein; component B contains thrombin. 

ST von Willebrand factor prepn thrombin blood disease 

IT Fibrins 

RL: BSU {Biological study, unclassified); BIOL (Biological study) 
(adherent protein; method for producing a von 
Willebrand factor prepn. using thrombin) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(fibrin-adherent protein; method for producing a von 
Willebrand factor prepn. using thrombin) 
IT Blood products 

Von Willebrand 1 s disease 

(method for producing a von Willebrand factor 
prepn. using thrombin) 
IT Collagens, biological studies 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(method for producing a' von Willebrand factor 
prepn. using thrombin) 
IT Fusion proteins (chimeric proteins) 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 
(pro-vWF; method for producing a von Willebrand 
factor prepn. using thrombin) 
IT 109319-16-6P, Blood-coagulation factor VIII, von 
Willebrand 1 s 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 
(method for producing a von Willebrand factor 
prepn. using thrombin) 
IT 102925-33-7, Pro-von Willebrand Factor 

105287-72-7, Prepro-von Willebrand factor 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(method for producing a von Willebrand factor 
prepn. using thrombin) 
IT 7440-70-2, Calcium, biological studies 

RL: BPR (Biological process); THU (Therapeutic use); BIOL (Biological 
study); PROC (Process); USES (Uses) 

(method for producing a von Willebrand factor 
prepn. using thrombin) 
IT 9002-04-4, Thrombin 

RL: CAT (Catalyst use); USES (Uses) 
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(method for producing a von Willebrand factor 

prepn. using thrombin) 
IT 9005-49-6, Heparin, uses 

RL: NUU (Nonbiological use, unclassified); USES (Uses) 

(method for producing a von Willebrand factor 

prepn. using thrombin) 
RE . CNT 12 
RE 

(1) Immuno Ag; EP 0775750 A 1997 

(2) Immuno Ag; EP 0775750 A 1997 

(3) Immuno Ag; WO 9741206 A 1997 

(4) Immuno Ag; WO 9741206 A 1997 

(5) Lilly Co Eli; EP 0416890 A 1991 

(6) Lilly Co Eli; EP 0416890 A 1991 

(7) Philip, J; SCIENCE 1986, V232 

(8) Philip, J; SCIENCE 1986 

(9) Rob, J; EUR J BIOCHEM 1987, 2 

(10) Rob, J; EUR J BIOCHEM 1987, V167(2), P253 

(11) Tana, N; J BIOL CHEM 1989 

(12) Tana, N; J BIOL CHEM 1989, V264, P13497 



L40 ANSWER 3 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 2000:292669 HCAPLUS 
DN 133:56518 

TI Posttranslational modifications of recombinant von 

Willebrand factor: limitations and experimental improvement at 

high yield expression 
AU Plaimauer, B.; Schlokat, U.; Himmelspach, M.; Turecek, P. L.;. 

Schwarz, H. P.; Falkner, F. G.; Dorner, F. 
CS Biomedical Research Center, Hyland/IMMUNO AG (Division of BAXTER, Inc.), 

Orth/Donau, 2304, Austria 
SO Anim. Cell Technol.: Challenges 21st Century, Proc. Jt. Int. Meet. Jpn. 

Assoc. Anim. Cell Technol. (JAACT) Eur. Soc. Anim. Cell Technol. (ESACT) , 

2nd (1999), Meeting Date 1998, 105-109. Editor(s): Ikura, Kouji. 

Publisher: Kluwer Academic Publishers, Dordrecht, Neth. 

CODEN: 68WIAS 
DT Conference 
LA English 

CC 13-5 (Mammalian Biochemistry) 

AB Von Willebrand factor (vWF) is a multimeric plasma 

glycoprotein that promotes platelet aggregation, mediates platelet 
adhesion to the subendothelium, and stabilizes coagulation factor VIII 
(FVIII) . Recombinant vWF (rvWF) was constitutively expressed at high 
yield in stable CHO cell clones (CHO-rvWF) . Carbohydrate anal, of rvWF 
and plasma derived (pd) vWF revealed common and divergent structures. The 
absence of terminal high mannose residues indicated intact and complete 
glycosylation. Alteration of terminal carbohydrate structures by .alpha. 
(2,6) sialyltransferase coexpression did not influence rvWF mediated 
platelet aggregation and collagen binding, both of which require 
appropriate glycosylation and are sensitive to glycosylation changes. 
Upon increasing rvWF expression by amplification, from 100 ng to 20 .mu.g 
rvWF/106 cells x day, proteolytic propeptide removal had become incomplete 
resulting in impaired interaction with FVIII. Complete propeptide 
cleavage could be accomplished by employing recombinant Furin, a 
ubiquitous endoprotease, and derivs. thereof, either by coexpression in 
vivo or by treatment in vitro. Multimerization, also crucial to vWF 
function, could be significantly improved by cell culture medium 
modification. 

ST von Willebrand factor VIII glycosylation proteolysis 

platelet aggregation adhesion 
IT Glycosylation 

Protein degradation 

(posttranslational modifications of recombinant von 
Willebrand factor) 
IT 9001-27-8, Blood coagulation factor VIII 109319-16-6 
113189-02-9, Blood coagulation factor VIII 



f robinson 



Page 9 



RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(posttranslational modifications of recombinant von 
Willebrand factor) 
RE . CNT 8 
RE 

(1) Creemers, J; Structural and Functional Characterization of the Mammalian 
Proprotein Processing Enzyme Furin Ph D Thesis at the University of Leuven 
1994 

(2) Fischer, B; Cell mol life sci 1997, V53, P943 HCAPLUS 

(3) Fischer, B; FEBS Lett 1994, V351, P345 HCAPLUS 

(4) Fischer, B; FEBS Lett 1995, V375, P259 HCAPLUS 

(5) Furlan, M; Ann Hematol 1996, V72, P341 HCAPLUS 

(6) Nakayama, K; J Biochem 1997, V327, P625 HCAPLUS 

(7) Preininger, A; Cytotechnology, in press 1998 

(8) Schlokat, U; Biotechnol Appl Biochem 1996, V24, P257 HCAPLUS 

L40 ANSWER 4 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1999:785601 HCAPLUS 
DN 132:245645 

TI Recombinant von Willebrand factor: potential 

therapeutic use 
AU Fischer, Bernhard E. 

CS R and D Bioproducts, Biochemie GmbH, Kundl, A-6250, Australia 
SO J.,Thromb. Thrombolysis (1999), 8(3), 197-205 

CODEN: JTTHFF; ISSN: 0929-5305 
PB Kluwer Academic Publishers 
DT Journal; General Review 
LA English 
CC 1-0 (Pharmacology) 

AB A review with 76 refs. Human von Willebrand factor 

(vWF) produced by recombinant technol . offers a new perspective in 
treatment of von Willebrand disease (vWD) . Several 

limitations connected with plasma-derived vWF cones., such as proteolytic 
degrdn. during the manuf. process, variation in multimer compn., lack of 
high mol. wt. multimers, and donor dependence, can be overcome by rec-vWF. 
Recombinant vWF (rec-vWF) is produced by continuous fermn. of transformed 
mammalian cells. Biotechnol. processes have been developed to isolated 
rec-vWF fractions with low, medium and high degrees of multimerization. 
Structural anal, of rec-vWF demonstrated that it undergoes 
post-translational modifications comparable with plasma-derived vWF, such 
as multimerization, pro-peptide processing, and glycosylation . Functional 
anal, showed that rec-vWF exhibited activities comparable with 
plasma-derived vWF, such as platelet binding, platelet aggregation, 
collagen binding, and coagulation factor VIII (FVIII) binding. 
Collagen binding and platelet aggregation activity increased with 
the increasing multimer size of rec-vWF. Infusion of rec-vWF in 
antibody-induced vWF-def icient mice resulted in a significant decrease in 
bleeding. Infusion of rec-vWF in vWF-def icient dogs and pigs with severe 
vWD caused an increase in the endogenous FVIII level. Stabilization of 
FVIII in vivo was mediated both by high and low mol. wt. rec-vWF mols. 
Apparently, rec-vWF resisted proteolytic degrdn. in the circulation and no 
satellite bands were formed. Functional anal, in vitro and in vivo 
demonstrated the therapeutic potentials of rec-vWF, correction of vWF 
level, and stabilization of FVIII in plasma. 

ST review recombinant von Willebrand factor therapeutic 

IT Von Willebrand 1 s disease 

(recombinant von Willebrand factor: potential 
therapeutic use) 

IT 109319-16-6 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(recombinant von Willebrand factor: potential 
therapeutic use) 

RE. CNT 76 

RE 

(1) Aledort, L; Mayo Clin Proc 1991, V66, P841 MEDLINE 

(2) Azuma, H; J Biol Chem 1991, V266, P12342 HCAPLUS 
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(3) Azuma, H; 

(4) Azuma, H; 
Berntrop, 
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Brettler, 
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Carew, J; 
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J Biol Chem 1993, V268, P2821 HCAPLUS 
Thromb Haemost 1993, V69, P192 HCAPLUS 
E; Haemostasis 1994, V24, P289 
E; Haemostasis 1994, V24, P289 
D; Nature 1986, V324, P270 HCAPLUS 
D; Haemophilia 1995, VI, P155 
Blood 1990, V76, P2530 HCAPLUS 
J Clin Invest 1992, V90, P2258 HCAPLUS 



Cruz, M; J Biol Chem 1995, V270, P10822 HCAPLUS 
Dent, J; J Clin Invest 1991, V88, P774 HCAPLUS 
Dent, J; Proc Natl Acad Sci USA 1990, V87, P6306 HCAPLUS 
Dong, Z; J Biol Chem 1994, V269, P6753 HCAPLUS 
Blood 1995, V81(Suppl 1), P612 
T; Blood 1996, V87, P2788 HCAPLUS 

Nutrition and Biotechnology in Heart Disease and Cancer 1995, 



Drouet, L; 
Englender, 
Fareed, J; 
P99 MEDLINE 
Fischer, B 
Fischer, 
Fischer, 
Fischer, 
Fischer, 
Fischer, 
Fischer, 
Fleming, 



Ann Hematol 1998, V76, P159 HCAPLUS 
Biochem J 1998, V331, P483 HCAPLUS 
Cell Mol Life Sci 1997, V53, P943 HCAPLUS 
FEBS Lett 1994, V351, P345 HCAPLUS 
FEBS Lett 1995, V375, P259 HCAPLUS 
J Thromb Thrombolys 1996, V3, P57 HCAPLUS 
Thromb Res 1996, V84, P55 HCAPLUS 
Br J Biomed Sci 1995, V52, P50 MEDLINE 
Furlan, M; Ann Hematol 1996, V72, P341 HCAPLUS 
Furlan, M; Blood 1996, V87, P4223 HCAPLUS 

Furlan, M; Proc Natl Acad Sci USA 1993, V90, P7503 HCAPLUS 
Ginsburg, D; Thromb Haemost 1993, V69, P177 HCAPLUS 
Hayashi, T; Am J Hematol 1996, V52, P248 HCAPLUS 
Hilbert, L; Blood 1994, V83, P1542 HCAPLUS 
Jorieux, S; Blood 1992, V79, P563 HCAPLUS 
Journet, A; Throm Haemost 1993, V70, P1053 HCAPLUS. 
Kaufman, R; Mol Cell Biol 1989, V9, P1233 HCAPLUS 
Lankhof, H; Blood 1995, V86, P1035 HCAPLUS 
Lankhof, H; Thromb Haemost 1997, V77, P1008 HCAPLUS 
Leduc, R; J Biol Chem 1992, V267, P14304 HCAPLUS 
Leyte, A; Biochem J 1989, V257, P679 HCAPLUS 
Lynch, D; Ann N Y Acad Sci 1993, V138, P138 
Mannucci, P; Blood 1994, V83, P3018 

Mannucci, P; . Thromb Haemost 1985, V54, P873 HCAPLUS 
Matsushita, T; J Biol Chem 1995, V270, P13406 HCAPLUS 
Mayadas, T; Proc Natl Acad Sci USA 1992, V89, P3531 HCAPLUS 
Menache, D; Thromb Haemost 1997, V78, P566 HCAPLUS 
Meulien, P; Thromb Haemost 1992, V67, P54 
Meyer, D; Thromb Haemost 1993, V70, P99 HCAPLUS 
Molloy, S; EMBO J 1994, V13, P18 HCAPLUS 
Nichols, W; Medicine [Baltimore] 1997, V76, P20 
Pannekoek, H; Bailliere f s Clin Haematol 1989, V2, 
Pannekoek, H; Bailliere f s Clin Haematol 1989, V2, 
Prior, C; Bio/Technol 1992, V10, P66 HCAPLUS 
Prior, C; Bio/Technol 1993, Vll, P709 HCAPLUS 
Rabinowitz, I; J Biol Chem 1993, V268, P20497 HCAPLUS 
Biol Chem 1992, V267, P21187 HCAPLUS 
Biol Chem 1992, V267, P23209 HCAPLUS 
Blood 1981, V57, P1140 HCAPLUS 
FASEB J 1993, V7, P308 HCAPLUS 
Mayo Clin Proc 1991, V66, P847 HCAPLUS 
Thromb Haemost 1992, V67, P594 HCAPLUS 
Sadler,- F; Thromb Haemost 1994, V71, P520 
Schlokat, U; Animal Cell Technology 1998 

Schlokat, U; Biotechnol Appl Biochem 1996, V24, P257 HCAPLUS 
Schlokat, U; Hamophilie-Symposium 1996, P147 

Schneppenheim, R; Proc Natl Acad Sci USA 1996, V93, P3581 HCAPLUS 
Scott, J; Semin Thromb Hemost 1993, V19, P37 MEDLINE 
Sixma, J; Eur J Biochem 1991, V196, P369 HCAPLUS 
Steiner, D; J Biol Chem 1993, V267, P23435 



P879 MEDLINE 
P879 MEDLINE 



Randi , A; J 
Ribba, A; J 
Ruggeri, Z; 
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(68) Storch, H; Beitr Infusionsther 1993, V31, P31 MEDLINE 

(69) Turecek, P; Blood 1997, V90, P3555 HCAPLUS 

(70) Turecek, P; Hamophilie-Symposium 1996, .P159 

(71) Verweij, C; EMBO J 1987, V6, P2885 HCAPLUS 

(72) Vey, M; J Cell Biol 1994, V127, P1829 HCAPLUS 

(73) * Vlot, A; Blood 1995, V85, P3150 HCAPLUS 

(74) Voorberg, J; EMBO J 1993, V12, P749 HCAPLUS 

(75) Wise, R; Cell 1988, V52, P229 HCAPLUS 

(76) Wise, R; J Biol Chem 1991, V266, P21948 HCAPLUS 



L40 ANSWER 5 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1999:743478 HCAPLUS 
DN 131:348689 

TI Assay of von Willebrand factor (vWF) -cleaving protease 

based on decreased collagen binding affinity of degraded vWF. A 
tool for the diagnosis of thrombotic thrombocytopenic purpura (TTP) 

AU Gerritsen, Helena E.; Turecek, Peter L.; Schwarz, Hans 
P.; Lammle, Bernhard; Furlan, Miha 

CS Central Hematology Laboratory, Inselspital, Bern, CH-3010, Switz. 

SO Thromb. Haemostasis (1999), 82(5), 1386-1389 
CODEN: THHADQ; ISSN: 0340-6245 

PB F. K. Schattauer Verlagsgesellschaf t mbH 

DT Journal 

LA English 

CC 9-10 (Biochemical Methods) 

Section cross-reference (s) : 7, 14 
AB Patients with thrombotic thrombocytopenic purpura (TTP) have a deficiency 

of von Willebrand factor (vWF) -cleaving protease, 

whereas patients with hemolytic-uremic syndrome (HUS) show normal activity 
of this protease. Present methods for assaying vWF-cleaving protease by 
immunoblotting are time-intensive and cumbersome. The authors therefore 
developed a new functional assay based on the preferential binding of 
high-mol . -wt . forms of vWF to collagen. In this assay, the 
dild. blood plasma sample to be tested is added to normal plasma in which 
protease activity had been abolished. The vWF present in the 
protease-depleted plasma is digested by the vWF-cleaving protease in the 
test plasma. The proteolytic degrdn. leads to low-mol.-wt. forms of vWF, 
which show impaired binding to microtiter plates coated with human 
collagen type III. The collagen-bound vWF is quantified 
using, a peroxidase-conjugated rabbit antibody against human vWF. The 
values of vWF-cleaving protease activity in tested plasma samples are read 
from a calibration curve achieved by incubating the vWF-substrate with 
dilns. of a normal plasma pool (NHP) . Testing of plasma from patients 
with TTP and HUS showed that the assay can be used to distinguish between 
these 2 syndromes. The presence of an inhibitor can be detected by 
carrying out the test after incubation of NHP with the patient plasma 
sample, thus enabling differentiation of patients with familial TTP from 
those with non- familial TTP. 
ST von Willebrand factor protease collagen 

thrombotic thrombocytopenic purpura; hemolytic uremic syndrome von 
Willebrand factor protease collagen 
IT Kidney, disease 

(hemolytic-uremic syndrome; von Willebrand 
factor-cleaving protease assayed by decreased collagen 
binding affinity of degraded vWF to diagnose thrombotic 
thrombocytopenic purpura and hemolytic-uremic syndrome) 
IT Purpura (disease) 

(thrombotic thrombocytopenic; von Willebrand 
factor-cleaving protease assayed by decreased collagen 
binding affinity of degraded vWF to diagnose thrombotic 
thrombocytopenic purpura and hemolytic-uremic syndrome) 
IT Collagens, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(type III; von Willebrand factor-cleaving protease 
assayed by decreased collagen binding affinity of degraded 
vWF to diagnose thrombotic thrombocytopenic purpura and 
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hemolytic-uremic syndrome) 
IT Blood analysis 

(von Willebrand factor-cleaving protease assayed by 

decreased collagen binding affinity of degraded vWF to 

diagnose thrombotic thrombocytopenic purpura and hemolytic-uremic 

syndrome) 
IT 9001-92-7, Protease 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(von Willebrand factor-cleaving protease assayed by 
decreased collagen binding affinity of degraded vWF to 
diagnose thrombotic thrombocytopenic purpura and hemolytic-uremic 
syndrome) 
IT 109319-16-6 

RL: BPR (Biological process); THU (Therapeutic use); BIOL (Biological 
study); PROC (Process); USES (Uses) 

(von Willebrand factor-cleaving protease assayed by 
decreased collagen binding affinity of degraded vWF to 
diagnose thrombotic thrombocytopenic purpura and hemolytic-uremic 
syndrome) 
RE.CNT 20 
RE 

(1) Berkowitz, S; J Clin Invest 1987, V79, P524 HCAPLUS 

(2) Brown, J; Thromb Res 1986, V43, P303 HCAPLUS 

(3) Chang, P; Thromb Haemost 1997, V78, P930 HCAPLUS 

(4) Chow, T; Am J Hematol 1998, V57, P293 MEDLINE 

(5) Duggan, M; Am J Clin Pathol 1987, V88, P97 MEDLINE 

(6) Favaloro, E; Am J Hematol 1994, V45, P205 MEDLINE 

(7) Furlan, M; Blood 1996, V87, P4223 HCAPLUS 

(8) Furlan, M; Blood 1997, V89, P3097 HCAPLUS 

(9) Furlan, M; Blood 1998, V91, P2839 HCAPLUS 

(10) Furlan, M; N Engl J Med 1998, V339, P1578 MEDLINE 

(11) Gilchrist, M; Thromb Res 1990, V57, P659 HCAPLUS 

(12) Laemmli, U; Nature 1970, V227, P680 MEDLINE 

(13) Mannucci, P; Blood 1989, V74, P978 MEDLINE 

(14) Moake, J; Blood 1984, V64, P592 MEDLINE 

(15) Moake, J; N Engl J Med 1982, V307, P1432 MEDLINE 

(16) Neild, G; Kidney Int 1998, V53 (Suppl 64), PS45 

(17) Santoro, S; Biochim Biophys Acta 1983, V756, P123 HCAPLUS 

(18) Siekmann, J; Haemophilia 1998, V4(Suppl 3), P15 

(19) Tsai, H; Blood 1996, V87, P4235 HCAPLUS 

(20) Tsai, H; N Engl J Med 1998, V339, P1585 MEDLINE 

L40 , ANSWER 6 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1999:220717 HCAPLUS 
DN 130:248596 

TI A very-high-purity von Willebrand factor preparation 

containing high-molecular-weight multimers 
AU Barington, Karina Alsoe; Kaersgaard, Per 
CS HemaSure A/S, Gentofte, Den. 
SO Vox Sang. (1999), 76(2), 85-89 

CODEN: VOSAAD; ISSN: 0042-9007 
PB S. Karger AG 
DT Journal 
LA English 
CC 7-1 (Enzymes) 

AB Large-scale prodn. was investigated of very-high-purity von 

Willebrand factor (vWf) contg. high-mol . -wt . multimers. Factor 

VIII (FVIII) -contg. vWf was obtained by sepn. of vWf from blood plasma by 

gel filtration followed by 2 ion exchange steps with 2 virus inactivation 

steps incorporated. A mean specific activity was obtained of 82 U vWf : 

collagen-binding activity per mg protein and with almost intact 

vWf multimer distributions. 

ST von Willebrand factor multimer purifn filtration 
electrophoresis 
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IT 9001-27-8P, Factor VIII 109319-16-6P 

RL: PRP (Properties); PUR (Purification or recovery); PREP 
(Preparati n) 

(very-high-purity von Willebrand factor contg. 

high-mol.-wt. multimers prepn. by filtration and electrophoresis) 
RE.CNT 15 
RE 

(1) Baillod, P; Thromb Res 1992, V66, P745 HCAPLUS 

(2) Brown, J; Thromb Res 1986, V43, P303 HCAPLUS 

(3) Chang, P; Thromb Haemost 1997, V78, P930 HCAPLUS 

(4) Cooper, H; Proc Natl Acad Sci USA 1973, V70, P2326 HCAPLUS 

(5) Favaloro, E; Am J Hematol 1994, V45, P205 MEDLINE 

(6) Hart, H; Vox Sang 1994, V67, P345 HCAPLUS 

(7) Kaersgaard, P; J Chromatogr B 1998, V715, P357 HCAPLUS 

(8) Mannucci, P; Blood 1994, V83, P3018 

(9) Mannucci, P; Haemostasis 1994, V24, P285 MEDLINE 

(10) Marki, H; Geigy Scientific Tables 1984, V3, P135 

(11) Perret, B; Biochim Biophys Acta 1979, V578, P164 HCAPLUS 

(12) Prince, A; Lancet 1986, Vi, P706 

(13) Ruggeri, Z; FASEB J 1993, V7, P308 HCAPLUS 

(14) Schoppmann, A; Thromb Haemost 1994, V72, P481 

(15) Sixma, J; Blood 1984, V63, P128 HCAPLUS 

L40 ANSWER 7 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1998:800021 HCAPLUS 
DN 130:43367 

TI Pharmaceutical preparation comprising von Willebrand 1 s 

factor propeptide 
IN Schwarz, Hans-peter; Varadi, Katalin; Turecek, Peter; 

Hemker, Hendrik Coenraad; Beguin, Suzette Lucette 
PA Immuno Aktiengesellschaf t , Austria 
SO PCT Int. Appl., 24 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K038-37 
CC 63-6 (Pharmaceuticals) 
FAN.CNT 1 . 
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AB Described is a pharmaceutical prepn. for treating blood coagulation 

disorders comprising an effective amt. of vWf propeptide as well as a 
method for producing such a prepn. . 
ST von Willebrand factor propeptide drug formulation 
IT Purpura (disease) 

(Henoch-Schoenlein 1 s; pharmaceutical prepn. comprising von 
Willebrand 1 s factor propeptide) 
IT Surgery 
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(arterial; pharmaceutical prepn. comprising von 
Willebrand's factor propeptide) 
IT Glycoproteins (specific proteins and subclasses) 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 

(blood platelet-assocd. ; pharmaceutical prepn. comprising von 
Willebrand's factor propeptide) 
IT Kidney diseases 

(hemolytic-uremic syndrome; pharmaceutical prepn. comprising 
von Willebrand's factor propeptide) 
IT Mutation 

(in vWF propeptide cleavage site; pharmaceutical prepn. comprising 
von Willebrand's factor propeptide) 
IT Thrombocytopenia 

(neonatal; pharmaceutical prepn. comprising von 
Willebrand's factor propeptide) 
IT Affinity chromatography 

Coagulation disorders (blood) 

Drug carriers (drug delivery systems) 

Drugs 

Hemophilia 
Hemophilia A 
Hemostatics 
Molecular cloning 
Myocardial infarction 
Plasma (blood) 
Platelet (blood) 
Preeclampsia 
Tissue culture (animal) 

(pharmaceutical prepn. comprising von Willebrand's 
factor propeptide) 
IT Collagens/ biological studies 
Fibrinogens 
Fibrins 

Phospholipids, biological studies 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 
(pharmaceutical prepn. comprising von Willebrand's 
factor propeptide) 
IT Animal virus 

(removal and inactivation of; pharmaceutical prepn. comprising 
von Willebrand's factor propeptide) 
IT Purpura, (disease) 

(thrombotic thrombocytopenic; pharmaceutical prepn. comprising 
von Willebrand's factor propeptide) 
IT 113189-02-9, Blood coagulation factor viii 

RL: BAG (Biological activity or effector, except adverse); PEP (Physical, 
engineering or chemical process); THU (Therapeutic use); BIOL (Biological 
study); PROC (Process); USES (Uses) 

(pharmaceutical prepn. comprising von Willebrand's 
factor propeptide) 
IT 9001-27-8, Blood coagulation factor viii 78690-39-8, Feiba 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(pharmaceutical prepn. comprising von Willebrand's 
factor propeptide) 
IT 9005-49-6, Heparin, biological studies 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 
(pharmaceutical prepn. comprising von Willebrand's 
factor propeptide) 
IT 109319-16-6 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(propeptide; pharmaceutical prepn. comprising von 
Willebrand's factor propeptide) 
RE . CNT 6 
RE 
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TI Biological activity of von Willebrand factor during 

the manufacture of therapeutic factor VIII concentrates as determined by 

the collagen-binding assay 
AU Ramasamy, Indra; Farrugia, Albert; Tran, Em; Anastasius, Vincent; 

Charnock, Alison 

CS Molecular Biology Section, Therapeutic Goods Administration Laboratories, 

Woden ACT, 2606, Australia 
SO Biologicals (1998), 26(2), 155-166 

CODEN: BILSEC; ISSN: 1045-1056 
PB Academic Press 
DT Journal 
LA English 

CC 63-3 (Pharmaceuticals) 

Section cross-reference ( s ) : 64 

AB In this study the use of the collagen-binding assay,, recently 

recommended by the European Pharmacopoeia for the characterization of 
Factor VHI/von Willebrand Factor (FVIII/vWF) cones, 
was investigated. The collagen-binding assay was optimized to 
decrease reagent variability and, to allow for interlab. comparison, 
standardized against the third WHO International Plasma Std. for vWF and 
factor VIII, with the assumption that 1 unit of vWF antigen .tplbond. 1 
unit of collagen binding activity. A study of clin.. samples of 
patients with von Willebrand' s disease established 
that a ratio of vWF antigen: Collagen-binding activity < 

l.cntdot.4 was assocd. with normal multimeric distribution and a ratio > 
3.cntdot.7 was assocd. with loss of high mol . wt. mul timers and a decrease 
in biol. activity. The collagen-binding assay of vWF was used 
to monitor changes in the biol. activity of vWF during the manuf. of FVIII 
cones . Two commonly used industrial procedures using either glycine/NaCl 
pptn. or ion exchange with TSK DEAE column chromatog. were investigated. 
Samples taken at individual stages in the purifn. of FVIII cones., at the 
lab. and industrial scale, were monitored using FVIII coagulant 
activity :vWF antigen ratio, Collagen-binding activity :vWF 
antigen ratio, and sodium dodecyl sulfate-agarose vWF multimeric anal. 
All three parameters showed a retention of multimeric structure and biol. 
activity during manuf., to yield products which were clin. relevant in the 
treatment of von Willebrand 1 s disease. (c) 1998 The 
International Association of Biological Standardization. 
ST factor VIII von Willebrand collagen binding 
assay 

IT Collagens, biological studies 

RL: ARG (Analytical reagent use); BPR (Biological process); ANST 
(Analytical study); BIOL (Biological study); PROC (Process); USES (Uses) 
(biol. activity of von Willebrand factor during the 
manuf. of therapeutic factor VIII cones, as detd. by the 
collagen-binding assay) 
IT 9001-27-8P, Factor viii 109319-16-6P, Factor viii 

RL: ANT (Analyte) ; PUR (Purification or recovery); ANST 
(Analytical study) ; PREP (Preparation) 

(biol. activity of von Willebrand factor during the 
manuf. of therapeutic factor VIII cones, as detd. by the 
collagen-binding assay) 
RE.CNT 28 
RE 
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129:153217 

Method of chromatographically purifying or fractionating von 

Willebrand factor (yWF) from a vWF-containing starter material 

Siekmann, Juergen; Turecek, Peter; Schwarz, Hans-Peter; Eibl, Johann; 

Fischer, Bernhard; Mitterer, Artur; Dorner, Friedrich 

Immuno Aktiengesellschaf t, Austria 

PCT Int. Appl., 28 pp. 

CODEN: PIXXD2 

Patent 

German 

ICM C07K014-755 
63-3 (Pharmaceuticals) 
. CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



PRAI 



AB 



WO 



AT 
AT 
EP 

AT 
WO 



9833820 Al 19980806 

W: CA, JP, US 

RW: AT, BE, CH, DE, DK, ES, 

9700176 A 19980315 

404358 B 19981125 

975671 Al 20000202 

R : AT, BE, CH, DE, DK, ES, 

1997- 176 19970204 <— 

1998- AT20 19980130 



FI, 



FR, 



WO 1998-AT20 

FR, GB, GR, IE, 
AT 1997-176 



19980130 <— 



IT, LU, MC, 
19970204 



EP 1998-901239 19980130 
GB, GR, IT, LI, NL, SE, PT, 



NL, 
< — 

< — 
IE, 



PT, SE 



FI 



The vWF is purified or fractionated chromatog. from a vWF-contg. starter 

material (e.g. human plasma, a plasma fraction, a cell culture 

supernatant, or esp. a factor VIII-vWF complex cone, prepd. from cryoppt.) 

by adsorption of the vWF from the starter material on avid 

collagen immobilized on a carrier; sepn. of * the nonadsorbed 

portion and optionally washing the carrier; elution of the vWF from the 

immobilized collagen; and extn. of the purified vWF. A 

pharmaceutical prepn. comprising biol. active vWF stably bonded to 

collagen is useful as a hemostatic agent; the collagen 

is preferably further immobilized on a solid carrier, e.g. 

collagen particles or fibrils, liposomes, or an immunol. adjuvant. 

Thus, a factor VIII-vWF complex cone, was loaded on an affinity column 

packed with collagen-agarose . After washing the column with 20 
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mM Tris buffer (pH 7.4), vWF was eluted with a 0-1M NaCl gradient; vWF 
eluted at . apprx.100 mM with a purity of 85. U vWF antigen/mg protein. 
ST von Willebrand factor chromatog collagen; 

hemostatic von Willebrand factor collagen 
IT Drug carriers (drug delivery systems) 
Liposomes (drug delivery systems) 

(collagen immobilization on; method of chromatog. purifying 
or fractionating von Willebrand factor (vWF) from 
vWF-contg. starter material) 
IT Carbohydrates, uses 
Phospholipids, uses 

RL: NUU (Nonbiological use, unclassified); USES (Uses) 

(collagen immobilization on; method of chromatog. purifying 
or fractionating von Willebrand factor (vWF) from 
vWF-contg. starter material) 
IT Coupling agents 

(for collagen immobilization; method of chromatog. purifying 
or fractionating von Willebrand factor (vWF) from 
vWF-contg. starter material) 
IT Collagens, uses 
Type I collagen 
Type III collagen 

RL: NUU (Nonbiological use, unclassified); USES (Uses) 

(immobilized; method of chromatog. purifying or fractionating 
von Willebrand factor (vWF) from vWF-contg. starter 
material) 
IT Affinity chromatography 
Hemostatics 

(method of chromatog. purifying or fractionating von 
Willebrand factor (vWF) from vWF-contg. starter material) 
IT Immobilization (molecular) 

(of collagen; method of chromatog. purifying or fractionating 
von Willebrand factor (vWF) from vWF-contg. starter 
material) 
IT Formyl group 

(on collagen, immobilization through; method of chromatog. 
purifying or fractionating von Willebrand factor 
(vWF) from vWF-contg. starter material) 
IT 1071-93-8, Adipic dihydrazide 
RL : RCT ( Reactant ) 

(linking agent for collagen immobilization; method of 
chromatog. purifying or fractionating von Willebrand 
factor (vWF) from vWF-contg. starter material) 
IT 109319-16-6P, Blood-coagulation factor VIII, von 
Willebrand' s 

RL: BAC (Biological activity or effector, except adverse); PUR 
(Purification or recovery); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(method of chromatog. purifying or fractionating von 
Willebrand factor (vWF) from vWF-contg. starter material) 
IT 9001-27-8, Blood-coagulation factor VIII, complex 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(method of chromatog. purifying or fractionating von 
Willebrand factor (vWF) from vWF-contg. starter material) 

L40 ANSWER 10 OF 17 HCAPLUS COPYRIGHT 2 000 ACS 
AN 1998:515654 HCAPLUS 
DN 129:227707. 

TI Von Willebrand factor: measuring its antigen or 

function? Correlation between the level of antigen, activity, and multimer 

size using various detection systems 
AU Fischer, Bernhard E . ; Thomas, Kathy B.; Dorner, 

Friedrxch 

CS IMMUNO AG, Biomedical Research Center, Orth/Donau, Austria 
SO Thromb. Res. (1998), 91(1), 39-43 
CODEN: THBRAA; ISSN: 0049-3848 
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PB Elsevier Science Inc. 
DT Journal 
LA English 

CC 9-10 (Biochemical Methods) 

Section cross-reference (s) : 14 

AB Von Willebrand factor (vWF) from normal human plasma 

was purified and sepd. into three fractions contg. high, medium, and low 
mol. wt. vWF multimers. VWF fractions were tested for (1) vWF-antigen 
(vWF:Ag); (2) vWF-ristocetin cofactor activity (vWF:RiCof); (3) vWF- 
collagen binding activity (vWF:CBA); and (4) a monoclonal 
antibody-binding ELISA (mAB-binding ELISA) , based on the vWF binding to 
immobilized monoclonal antibody directed to the glycoprotein binding 
region within the Al domain of vWF. The three different fractions of vWF 
showed a correlation between multimer size and vWF: RiCof /vWG: Ag and 
vWF:CBA/vWF:Ag, resp. In contrast, results obtained with the mAB-binding 
ELISA showed identical levels of mAB-binding/ vWF :Ag, without regard for 
the multimer size present in the tested fraction. Our results therefore 
suggest that in the case of structurally normal vWF the mAB-binding ELISA 
reflects the concn. of vWF:Ag rather than vWF function. It is feasible 
that while the mAB-binding ELISA may show reduced levels for abnormal vWF 
protein, structurally altered within the Al domain of vWF as in some 
patients with vWD type 2, this assay does not appear to be suitable for 
functional anal, of structurally intact vWF. 

ST Willebrand factor antigen ristocetin size ELISA 

IT ELISA (immunosorbent assay) 
Molecular weight 
Platelet aggregation 

(correlation between level of antigen, activity, and multimer size of 
von Willebrand 1 s factor using various detection 



IT Antigens 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(correlation between level of antigen, activity, and multimer size of 
von Willebrand 1 s factor using various detection 



IT 109319-16-6, Blood-coagulation factor VIII, von 
Willebrand 1 s 

RL: ANT (Analyte) ; THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(correlation between level of antigen, activity, and multimer size of 
von Willebrand ! s factor using various detection 



IT 1404-55-3, Ristocetin 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(correlation between level of antigen, activity, and multimer size of 
von Willebrand 1 s factor using various detection 



L40 ANSWER 11 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1998:448331 HCAPLUS 
DN 129:225455 

TI Effects of human recombinant, plasma-derived and porcine von 

Willebrand factor in pigs with severe von 

Willebrand disease 
AU Roussi, J.; Turecek, P. L . ; Andre, P.; Bonneau, M. ; Pignaud, G.; 

Dit Sollier, C. Bal; Schlokat, U.; Dorner, F.; Schwarz, H. 

- P. ; Drouet, L. 
CS INSERM U 353, Hopital Saint Louis, Paris, Fr. 
SO Blood Coagulation Fibrinolysis (1998), 9(4), 361-372 

CODEN: BLFIE7; ISSN: 0957-5235 
PB Lippincott-Raven Publishers 
DT Journal 
LA English 
CC 1-8 (Pharmacology) 

AB The effects of the infusion of a human recombinant von 

Willebrand factor (vWF) prepn. in pigs homozygous for von 



systems) 



systems) 



systems) 



systems ) 
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Willebrand disease (vWD) were evaluated on serial measurements of 
von Willebrand factor antigen and activity, FVIII 

activity, vWF multimer anal., in-vivo bleeding time and platelet adhesion 
and thrombus formation on collagen at high shear rates in an 
ex-vivo model of exptl. thrombosis. Plasma-derived human and porcine vWF 
were used for comparison. Before infusion, the pigs were characterized by 
undetectable plasma vWF levels, a low level of FVIII, prolonged bleeding 
time, severely impaired platelet adhesion and thrombus formation. After 
infusion of the human recombinant vWF, in-vivo recovery of vWF activity 
ranged from 58% to 82%, depending on the dose infused, and its half -life 
was longer than for the plasma-derived cones. The highest-mol . -wt . forms 
of human recombinant vWF were removed from the circulation gradually. 
Infusion of the three vWF cones, produced inconsistent effects on bleeding 
time and moderate improvement of platelet adhesion and thrombus formation. 
After infusion, a prolonged increase of FVIII (>48 h) was obsd. , 
suggesting that human recombinant vWF is able to bind and to stabilize 
porcine factor VIII and that porcine vWD is a good model for studying such 
interactions . 

ST von Willebrand disease treatment thrombosis 

IT Platelet adhesion 
Thrombosis 

Von Willebrand 1 s disease 

(effects of human recombinant, plasma-derived and porcine von 
Willebrand factor in pigs with severe von 
Willebrand disease) 
IT 109319-16-6 

RL: BAG (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(effects of human recombinant, plasma-derived and porcine von 
Willebrand factor in pigs with severe von 
Willebrand disease) 
IT 9001-27-8, Blood coagulation factor VIII 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(effects of human recombinant, plasma-derived and porcine von 
Willebrand factor in pigs with severe von 
Willebrand disease) 

L40 ANSWER 12 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1998:252843 HCAPLUS 
DN 129:106196 

TI Collagen covalently immobilized onto plastic surfaces simplifies 
measurement of von Willebrand factor-collagen 

binding activity . 
AU Fischer, B.; Thomas, K. B.; Dorner, F. 

CS Vienna, A-1120, Austria 

SO Ann. Hematol . (1998), 76(3/4), 159-166 

CODEN: ANHEE8; ISSN: 0939-5555 
PB Springer-Verlag 
DT Journal 
LA English . 

CC 9-10 (Biochemical Methods) 

Section cross-reference (s ) : 13, 14 
AB Human collagen type III was immobilized covalently via activated 

carbohydrate moieties onto hydrazine-treated microtiter plates which could 

be used to measure von Willebrand factor (vWF) 

collagen binding activity (vWF:CBA) in an ELISA. Such plates were 
simple to prep, and remained stable at 4 .degree. C and -2 0 .degree. C for 
at least 2 mo. Samples analyzed by this system included (a) normal human 
vWF fractionated according to the degree of multimerization, (b) normal 
cit rated and EDTA plasma and corresponding serum, and (c) plasma from 
patients with von Willebrand disease (vWD) types 1 and 

2. When related to the concn. of vWF antigen (vWF:Ag), proportionally low 
levels of vWF:CBA were found for samples lacking the high-mol . -wt . 
multimers, while higher values were obtained for samples contg. these 
multimers. The ratio of vWF: CBA/vWF: Ag sensitively reflected the 
functional and structural intactness of the vWF mols. for all analyzed 
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samples. Monoclonal antibody directed to the region within the Al domain 
of vWF which interacts with the glycoprotein lb completely inhibited the 
vWF ristocetin cofactor (vWF:RistCof ) , while vWF:CBA was not affected. 
Thus vWF:CBA and vWF:RistCof clearly represent sep., noninterchangeable 
functional parameters of vWF. In conclusion, our results indicate that 
the newly described method for the immobilization of collagen 
onto microtiter plates is suitable for the detn. of vWF:CBA. In 
conjunction with vWF:Ag and the calcd. ratio of vWF: CBA/vWF: Ag, this 
method simplifies the detection and classification of patients with vWD 
and assists in quality control during the purifn. of normal vWF. 
ST von Willebrand factor binding collagen 

immobilization; ELISA von Willebrand factor 
collagen binding 
IT ELISA (immunosorbent assay) 
Protein immobilization 

(collagen covalently immobilized onto plastic surfaces 
simplifies measurement of von Willebrand factor- 
collagen binding activity) 
IT Type III collagen 

RL: BPR (Biological process); RCT (Reactant) ; BIOL (Biological study); 
PROC (Process) 

(collagen covalently immobilized onto plastic surfaces 
simplifies measurement of von Willebrand factor- 
collagen binding activity) 
IT Microtiter plates 

(hydrazine-treated; collagen covalently immobilized onto 
plastic surfaces simplifies measurement of von 
Willebrand factor-collagen binding activity) 
IT Type III collagen 

RL: ARG (Analytical reagent use); SPN (Synthetic preparation); ANST 
(Analytical study); PREP (Preparation); USES (Uses) 

(immobilized derivs.; collagen covalently immobilized onto 
plastic surfaces simplifies measurement of von 
Willebrand factor-collagen binding activity) 
IT 109319-16-6 

RL: ANT (Analyte) ; BPR (Biological process); ANST (Analytical study); BIOL 
(Biological study); PROC (Process) 

(collagen covalently immobilized onto plastic surfaces 
simplifies measurement of von Willebrand factor- 
collagen binding activity) 

L40 ANSWER 13 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1998:116159 HCAPLUS 
DN 128:125589 

TI Collagen binding activity determination for adhesion proteins, 

especially for the von Willebrand Factor (vWF) 
IN Siekmann, Jurgen; Turecek, Peter; Schwarz, 

Hans-Peter; Eibl, Johann; Fischer, Bernhard Doz; 

Mitterer, Artur; Dorner, Friedrich 
PA Immuno A.-G., Austria 
SO Eur. Pat. Appl., 40 pp. 

CODEN: EPXXDW 
DT Patent 
LA German 
IC ICM G01N033-68 

ICS G01N033-566; G01N033-543; G01N033-535; A61L027-00; C07K001-22; 
A61L015-32 
CC 9-10 (Biochemical Methods) 

Section cross-reference (s) : 14 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI EP 816852 Al 19980107 EP 1997-890118 19970702 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, FI 

AT 9601190 A 19971015 AT 1996-1190 19960704 
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AT 403853 B 19980625 

AT 9602217 A 19971115 AT 1996-2217 19961218 

AT 403963 B 19980727 

PRAI AT 1996-1190 19960704 

AT 1996-2217 19961218 
AB The invention concerns the description of a process and a kit for 

measuring collagen binding activity of adhesion proteins esp. 

that of the von Willebrand Factor (vWF) , based on the 

binding of the protein to collagen that is covalently 

immobilized to a solid matrix and the subsequent detection by immunoassay. 
Analytes can be vWF, derivs. of vWF and Fibronectin of biol. origin or 
genetically engineered ones. Biol, origin can be blood, plasma, plasma 
fraction, cell culture or cell culture residue. The collagen or 
collagen deriv. used is typically Typ III collagen of 

human placenta and is either enzymically processed, or chem. modified by 
oxidn. at the oligosaccharide site to yield active aldehyde groups. 
Collagen can be immobilized to solid supports such as glass or any 
polymer of natural or synthetic origin used in prosthetic implants, 
artificial joints or in wound healing promoters; the support should 
contain a site to bind collagen in such a manner that the 
adhesion protein binding site of collagen is not affected by the 
immobilization. Collagen can also be immobilized via an 

antigen, a coenzyme or an antibody. To detect the bound adhesion protein 
various immunoassays can be applied, such as enzyme-, chromo-, 
luminescence-, fluorescence and RIA; addnl . detection methods are flow 
cytometry, aggregometry and light scattering. Preferred antibody used in 
the immunoassay is a monoclonal antibody against the functional epitope of 
the platelet binding site of the vWF. The lower limit of detection is 
0.5-2 ng of vWF. The collagen-solid surface conjugate can be 
prepd. and stored after freeze drying. The kit contains the 
collagen conjugate in the form of a microtiter plate and the 
necessary chems. available com., such as anti vWF polyclonal 
POD-conjugate, POD substrate, buffers, washing solns. and std. vWF. 

ST adhesion protein vWF detn immunoassay; collagen binding activity 
detn vWF immunoassay 

IT Blood analysis 

Tissue culture. (animal) 
Von Willebrand' s disease 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor) 

IT Adhesive proteins 
Fibronectins 

RL: ANT (Analyte) ; ANST (Analytical study) 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor) 
IT Formyl group 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the active site 
of collagen for immobilization) 
IT Light scattering 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the detection of 
the protein bound to collagen) 
IT Cheird luminescence immunoassay 
Enzyme immunoassay 
Fluorescence immunoassay 
RIA ( radioimmunoassay) 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the detection of 
the protein bound to the collagen) 
IT Serum albumin 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 
(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the 

immobilization of collagen to the solid support) 
IT Antibodies 
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Antigens 
Coenzymes 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 
(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the 

immobilization of collagen to the solid support and the 
immunoassay) 
IT Immobilization (molecular) 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the 
immobilization of the collagen) 
IT Glass, analysis 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 
(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the solid 
support for immobilization) 
IT Collagens, uses 

RL: ARG (Analytical reagent use); ANST {Analytical study); USES (Uses) 
(human, Type III; collagen binding activity detn. for 
adhesion proteins, esp. von Willebrand Factor) 
IT Flow cytometry 

(process for measuring collagen-binding substances, esp. that 
of activity of adhesion protein von Willebrand 
Factor in relation to the detection of the protein bound to 
collagen) 
IT Polymers, analysis 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 
(synthetic and natural; collagen binding activity detn. for 
adhesion proteins, esp. von Willebrand Factor in 
relation to the solid support for immobilization) 
IT 109319-16-6 

RL: ANT (Analyte) ; ANST (Analytical study) 

(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor) 
IT 111-30-8, Glutaraldehyde 

RL: ARU (Analytical role, unclassified); ANST (Analytical study) 
(collagen binding activity detn. for adhesion proteins, esp. 
von Willebrand Factor in relation to the 

immobilization of collagen to the solid support) 
IT 7790-28-5, Sodium periodate 
RL: RCT (Reactant) 

(process for measuring collagen-binding substances, esp. that 

of activity of adhesion protein von Willebrand 

Factor in relation to the chem. modification of collagen) 

L40 ANSWER 14 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1998:14162 HCAPLUS 
DN 128:45178 

TI Biochemical and functional characterization of recombinant von 

Willebrand factor produced on a large scale 
AU Fischer, B, E.; Schlokat, U. ; Reiter, M.; Mundt, W.; 

Dorner, F. 

CS Biomedical Research Center, Immuno A.-G., Orth, A-2304, Austria 

SO Cell. Mol. Life Sci. (1997), 53(11/12), 943-950 
CODEN: CMLSFI; ISSN: 1420-682X 

PB Birkhaeuser Verlag 

DT Journal 

LA English 

CC 7-4 (Enzymes) 

Section cross-reference ( s ) : 13, 16 

AB Recombinant von Willebrand factor (r-vWF) was produced 

in serum- free medium on a large scale in recombinant Chinese hamster ovary 
cells and was purified from fermn. supernatant by a combination of anion 
exchange chromatog. and heparin affinity chromatog. Heparin affinity 
chromatog. yielded r-vWF polymers of different degrees of multimerization . 
R-vWF was analyzed by qual. and quant, functional anal. While binding of 
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r-vWF to platelets did not depend on multimerization of the mol., 
ristocetin-induced platelet aggregation, binding to collagen, 
and binding to heparin correlated directly with the extent of 
multimerization. Binding of recombinant coagulation factor VIII (r-FVIII) 
to r-vWF was studied by real-time biospecific interaction anal, and 
surface plasmon technol . The data indicated that binding of r-FVIII did 
not depend on r-vWF multimerization. Real-time biospecific interaction 
anal, suggested a potential stoichiometry of 2-2.5 r-vWF subunits per 
r-FVIII mol. Kinetic anal, of the r-vWF-r-FVIII interaction gave a 
binding rate const, of 3 .times. 106 M-l s-1 and an assocn. const, of 2.5 
.times. 109 M-l. Reaction of r-vWF with carbohydrate-specific lectins 
demonstrated that r-vWF contained a high proportion of N-glycans composed 
of mannose, galactose, glucose, N-acetylglucosamine, and terminal sialic 
acid. . Carbohydrate moieties were covalently bound to the protein 
structure and were quant, removed from r-vWF only after protein 
denaturation. The results demonstrated that r-vWF produced on large scale 
under serum-free culture conditions exhibited qual . and quant, functional 
properties comparable to human plasma-derived vWF. 

ST recombinant von Willebrand factor carbohydrate 
platelet; collagen recombinant von Willebrand 
factor multimerization; heparin recombinant von 
Willebrand factor multimerization; kinetics recombinant 
von Willebrand factor multimerization 

IT Collagens, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(recombinant von Willebrand factor produced on a 
large scale, binding dependent from multimerization) 

IT Platelet (blood) 

(recombinant von Willebrand factor produced on a 
large scale, binding independent from multimerization) 

IT Enzyme kinetics 

(recombinant von Willebrand factor produced on a 
large scale, biochem. and functional characterization) 

IT Oligosaccharides, biological studies 
Sialic acids 

RL: BOC (Biological occurrence); BIOL (Biological study); OCCU 
(Occurrence) 

(recombinant von Willebrand factor produced on a 
large scale, biochem. and functional characterization) 
IT Platelet aggregation 

(recombinant von Willebrand factor produced on a 

large scale, ristocetin-induced, dependent from multimerization) 

IT 9005-49-6, Heparin, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(recombinant von Willebrand factor produced on a 
large scale, binding dependent from multimerization) 

IT 9001-27-8- 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(recombinant von Willebrand factor produced on a 
large scale, binding independent from multimerization) 
IT 109319-16-6 

RL: BAC (Biological activity or effector, except adverse); PRP 
(Properties); BIOL (Biological study) 

(recombinant von Willebrand factor produced on a 
large scale, biochem. and functional characterization) 
IT 50-99-7, Glucose, biological studies 59-23-4, Galactose, biological 
studies 3458-28-4, Mannose 7512-17-6, N-Acetyl glucosamine 
RL: BOC (Biological occurrence); BIOL (Biological study); OCCU 
(Occurrence) 

(recombinant von Willebrand factor produced on a 
large scale, biochem. and functional characterization) 

L40 ANSWER 15 OF 17 HCAPLUS COPYRIGHT 2000 ACS 

AN 1996:643047 HCAPLUS 

DN 125:297866 

TI Effect of multimerization of human and recombinant von 
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Willebrand factor on platelet aggregation, binding to 

collagen and binding of coagulation factor VIII 
AU Fischer, BernhardE.; Kramer, Geert; Mitterer, Artur; Grillberger, Leopod; 

Reiter, Manfred; Mundt, Wolfgang; Dorner, Friedrich; Eibl, Johann 
CS Biomedical Research Center, IMMUNO AG, Orth/Donau, A-2304, Austria 
SO Thromb. Res. (1996), 84(1), 55-66 

CODEN: THBRAA; ISSN: 0049-3848 
DT Journal 
.LA English 

CC 13-5 (Mammalian Biochemistry) 

AB The smallest circulating von Willebrand factor (vWF) 

mol. is a dimer composed of two identical subunits contg. binding sites 
for heparin, collagen, platelet glycoproteins and coagulation 
factor VIII (FVIII) . Interdimeric disulfide linking leads to multimers 
composed of up to 40 dimers. VWF serves as a carrier of FVIII and is 
required for normal interactions of platelets with the subendothelium of 
the injured vessel wall. Von Willebrand factor was 

purified from human plasma cryoppt. and fermn. supernatant of recombinant 
CHO cells by anion exchange chromatog. Heparin affinity chromatog. was 
used to isolate vWF polymers of different degree of multimerization . 
Anal, of collagen binding and platelet aggregation revealed that 
these activities . increase with increasing degree of multimerization of 
vWF. Binding of FVIII to vWF was studied by real-time biospecific 
interaction anal, and surface plasmon technol . The binding data showed 
that the binding of FVIII is independent of vWF multimerization. Using 
recombinant FVIII and recombinant vWF, real-time biospecific interaction 
anal, resulted in a potential stoichiometry of 2 to 2.5 vWF-subunits per 
bound FVIII mol. The kinetic anal, of the vWF-FVIII interaction resulted 
in a binding rate const, of about 3 x 106 M-l s-1 and an equil. dissocn. 
const, of about 0.4 x 10-9 M. 
ST von Willebrand factor multimerization platelet 

aggregation; coagulation factor VIII collagen binding vWF 
IT Blood platelet 

(aggregation; effect of multimerization of human and recombinant 
von Willebrand factor on platelet aggregation, 

binding to collagen and binding of coagulation factor VIII) 
IT Collagens, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(effect of multimerization of human and recombinant von 
Willebrand factor on platelet aggregation, binding to 
collagen and binding of coagulation factor VIII) 
IT Molecular association 

(self-, effect of multimerization of human and recombinant von 
Willebrand factor on platelet aggregation, binding to 
collagen and binding of coagulation factor VIII) 
IT 113189-02-9, Blood coagulation factor VIII 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(effect of multimerization of human and recombinant von 
Willebrand factor on platelet aggregation, binding to 
collagen and binding of coagulation factor VIII) 
IT 109319-16-6P, Blood-coagulation factor VIII, von 
Willebrand 1 s 

RL: BPR (Biological process); PUR (Purification or recovery); 
BIOL (Biological study); PREP (Preparation); PROC (Process) 
(effect of multimerization of human and recombinant von 

Willebrand factor on platelet aggregation, binding to 

collagen and binding of coagulation factor VIII) 

L40 ANSWER 16 OF 17 HCAPLUS COPYRIGHT 2000 ACS 

AN 1992:262341 HCAPLUS 

DN 116:262341 

TI Chromatographic preparation of a therapeutic highly purified von 

Willebrand factor concentrate from human cryoprecipitate 

AU Burnouf-Radosevich, M. ; Burnouf, T. 

CS Cent. Reg. Transfus. Sang., Lille, F-59012, Fr. 

SO Vox Sang. (1992), 62(1), 1-11 
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CODEN: VOSAAD; ISSN: 0042-9007 
DT Journal 
LA English 

CC 63-3 (Pharmaceuticals) 

Section cross-reference (s) : 13 

AB A 3-step chromatog. procedure was used to purify von 

Willebrand factor (vWF) cone. After solvent/detergent treatment 
to inactivate viruses, the cryoppt. soln. was chromatographed on 
DEAE-f ractogel TSK 650 M to sep. vWF from most cryoppt. proteins, 
including factor VIII (FVTII) and fibrinogen. A 2nd DEAE-f ractogel TSK 
650 M was then, performed to further purify vWF and to allow concg. it to 
>100 Units ristocetin cof actor activity/mL. The last step on immobilized 
gelatin removed fibronectin and increased the purity of vWF. The vWF was 
recovered with about 18 and 40% yield antigen and collagen 
-binding (CB) activity, resp., from cryoppt. The vWF was obtained in an 
essentially pure state corresponding to a purifn. factor of >10, 000-fold 
from plasma. Immunonephelometric and SDS-PAGE analyses of the cone, did 
not reveal any detectable cryoprotein contaminants, esp. fibrinogen, 
fibronectin, Igs, and albumin. The content in intermediate- and 
high-mol . -wt . multimers in the cone, was similar or higher than that of 
plasma, as the ion-exchanger selectively favored the binding and concn. of 
the larger multimeric forms while reducing the amt. of the smaller forms 
with abnormal structure and low activity. Other characteristics of the 
cone, included a CB activity to antigen ratio of 1.69 and a high capacity 
(86%) to correct platelet adhesion in a perfusion system. Clin, use of 
this standardized vWF cone, was efficacious in the treatment of vWF 
patients . 

ST blood serum von Willebrand factor purifn; chromatog 

von Willebrand factor blood 
IT 109319-16-6P 

RL: PUR (Purification or recovery); PREP (Preparation) 

(purifn. of, from human blood serum cryoppt. by chromatog.) 

L40 ANSWER 17 OF 17 HCAPLUS COPYRIGHT 2000 ACS 
AN 1987:29022 HCAPLUS 
DN 106:29022 

TI Isolation and characterization of a collagen binding domain in 

human von Willebrand factor 
AU Pareti, Francesco I.; Fujimura, Yoshihiro; Dent, Judith A. ; Holland, Linda 

Z.; Zimmerman, Theodore S.; Ruggeri, Zaverio M. 
CS Dep. Basic and Clin. Res., Scripps Clin. Res. Found., La Jolla, CA, 92037, 

USA 

SO J. Biol. Chem. (1986), 261(32), 15310-15 

CODEN: JBCHA3; ISSN: 0021-9258 
DT Journal 
LA English 

CC 6-3 (General Biochemistry) 

AB The von Willebrand factor binds to fibrillar type I 

collagen in a rapid, temp . -independent, reversible, specific, and 
saturable manner. Evaluation of binding isotherms by Scatchard-type anal, 
demonstrated that 6-18 .mu.g of von Willebrand 

factor/mg of collagen is bound, with an assocn. const. Ka of 2-8 
.times. 108 M-l. Five distinct tryptic fragments, purified under 
denaturing and reducing conditions and representing >75% of the mol. mass 
of the von Willebrand factor subunit were tested for 
their capacity' to inhibit the von Willebrand factor- 
collagen interaction. Complete inhibition was obtained with a 
52/48-kilodalton (kDa) fragment at a concn. of .apprx.l .mu.M. This 
fragment was located between valine-449 and lysine-728 in the subunit. 
Fifteen monoclonal antibodies against the 52/48-kDa fragment inhibited 
von Willebrand factor binding to collagen. 
Six antibodies against other portions of the von 

Willebrand factor subunit had no inhibitory effect. The tryptic 
fragment was a competitive inhibitor of von Willebrand 
factor binding to collagen and, therefore, recognizes the same 
interaction site as the intact mol. These studies precisely define a 
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domain in the von Willebrand factor subunit that 
interacts with type I collagen. 
ST collagen binding domain von Willebrand 

factor 

IT Molecular association 

(of collagen type I with human von 
Willebrand factor) 
IT Collagens, biological studies 
RL: BIOL (Biological study) 

(type I, von Willebrand factor of human binding 
domain for) 
IT 109319-16-6P 

RL: PRP (Properties) ; PREP (Preparation) 

(collagen type I-binding domain of, of human, isolation and 
characterization of) 
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TI Collagen bound von Willebrand factor has 
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reduced affinity for factor VIII. 
AU Bendetowicz, A. V. (1); Wise, R. J.; Gilbert, G. E. 
CS (1) Brockton/West Roxbury VA Med. Center, Boston, MA USA 
SO Blood, (Nov. 15, 1997) Vol. 90, No. 10 SUPPL. 1 PART 1, pp. 

465A. 

Meeting Info. : 39th Annual Meeting of the American Society of Hematology 
San Diego, California, USA December 5-9, 1997 The American Society of 
Hematology 
. . ISSN: 0006-4971. 

DT Conference 

LA English 

CC Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Biophysics - Molecular Properties and Macromolecules *10506 
General Biology - Symposia, Transactions and Proceedings of Conferences, 
Congresses, Review Annuals *00520 
IT Major Concepts 

Biochemistry and Molecular Biophysics; Blood and Lymphatics (Transport 
and Circulation) 
IT Chemicals & Biochemicals 

factor VIII; phosphatidylserine; .von Willebrand 
factor: collagen bound, reduced binding affinity 
IT Miscellaneous Descriptors 

coagulation; stoichiometry; Meeting Abstract; Meeting Poster 
RN 109319-16-6 (VON WILLEBRAND FACTOR) 
9001-27-8Q (FACTOR VIII) 
109319-16-6Q (FACTOR VIII) 
113189-02-9Q (FACTOR VIII) 

L56 ANSWER 2 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1997:54281 BIOSIS 
DN PREV199799353484 

TI Cleavage of recombinant von Willebrand 

factor (VWF) by a VWF-depolymerizing protease. 
AU Turecek, P. L. (1); Furlan, M. ; Lammle, B.; Richter, G. ; Gritsch, H.; 

Siekmann, J.; Schwarz, H. P. 
CS (1) Immuno AG, Vienna Austria 

SO Blood, (1996) Vol. 88, No. 10 SUPPL. 1 PART 1-2, pp. 326A. 

Meeting Info. : Thirty-eighth Annual Meeting of the American Society of 

Hematology Orlando, Florida, USA December 6-10, 1996 

ISSN: 0006-4971. 
DT Conference; Abstract; Conference 
LA English 

CC General Biology - Symposia, Transactions and Proceedings of 
Conferences, Congresses, Review Annuals 00520 

Biochemical Studies - General *10060 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Biophysics - Molecular Properties and Macromolecules * 10506 
Enzymes - Physiological Studies *10808 
Metabolism - Proteins, Peptides and Amino Acids * 13012 
Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 
BC Hominidae * 8 62 15 
IT Major Concepts 

Biochemistry and Molecular Biophysics; Blood and Lymphatics (Transport 
and Circulation); Enzymology (Biochemistry and Molecular Biophysics); 
.Metabolism 
IT Chemicals & Biochemicals 

VON WILLEBRAND FACTOR; PROTEASE; PPACK; APROTININ; 
RISTOCETIN COFACTOR 
IT Miscellaneous Descriptors 

APROTININ; BIOCHEMISTRY AND BIOPHYSICS; CLEAVAGE; COLLAGEN 
BINDING ACTIVITY; PEFABLOC; PPACK; RECOMBINANT VON 
WILLEBRAND FACTOR; RISTOCETIN COFACTOR; VON 
WILLEBRAND FACTOR- DE POLYMERIZING PROTEASE 
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ORGN Super Taxa 

Hominidae: Primates, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

human (Hominidae) 
ORGN Organism Superterms 

animals; chordates; humans; mammals; primates; vertebrates 
RN 109319-16-6 (VON WILLEBRAND FACTOR) 
9001-92-7 (PROTEASE) 
71142-71-7 (PPACK) 
9087-70-1 (APROTININ) 
109319-16-6 (RISTOCETIN COFACTOR) 

L56 ANSWER 3 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1996:504045 BIOSIS 
DN PREV199699226401 

TI Effect of multimerization of human and recombinant von 

Willebrand factor on platelet aggregation, binding to 

collagen and binding of coagulation factor VIII. 
AU Fischer, Bernhard E. (1); Kramer, Geert; Mitterer, Artur; Grillberger, 

Leopod; Reiter, Manfred; Mundt, Wolfgang; Dorner, Friedrich; Eibl, Johann 
CS (lj IMMUNO AG, Biomed. Res. Cent., Uferstr. 15, A-2304 Orth/Donau Austria 
SO Thrombosis Research, (1996) Vol. 84, No. 1, pp. 55-66. 

ISSN: 0049-3848. 
DT Article 
LA English 

AB The smallest circulating von Willebrand factor (vWF) 

molecule is a dimer composed of two identical subunits containing binding 
sites for heparin, collagen, platelet glycoproteins and 

coagulation factor VIII (FVIII) . Interdimeric disulfide linking leads to 
multimers composed of up to 40 dimers. vWF serves as a carrier of FVIII 
and is required for normal interactions of platelets with the 
subendothelium of the injured vessel wall. Von 

Willebrand factor was purified from human plasma cryoprecipitate 
and fermentation supernatant of recombinant CHO cells by anion exchange 
chromatography. Heparin affinity chromatography was used to isolate vWF 
polymers of different degree of multimerization. Analysis of 
collagen binding and platelet aggregation revealed that these 
activities increase with increasing degree of multimerization of vWF. 
Binding of FVIII to vWF was studied by real-time biospecific interaction 
analysis and surface plasmon technology. The binding data showed that the 
binding of FVIII is independent of vWF multimerization. Using recombinant 
FVIII and recombinant vWF, real-time biospecific interaction analysis 
resulted in a potential stoichiometry of 2 to. 2. 5 vWF-subunits per bound 
FVIII molecule. The kinetic analysis of the vWF-FVIII interaction resulted 
in a binding rate constant of about 3 times 10-6 M-l s-1 and an 
equilibrium dissociation constant of about 0.4 times 10-9 M. 
CC Cytology and Cytochemistry - Animal *02506 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
BC Cricetidae * 86310 
IT Major Concepts 

Blood and Lymphatics (Transport and Circulation) ; Cell Biology 
IT Chemicals & Biochemicals 

VON WILLEBRAND FACTOR; FACTOR VIII 
IT Miscellaneous Descriptors 

BLOOD AND LYMPHATICS; COAGULATION FACTOR VIII; COLLAGEN; 

HUMAN VON WILLEBRAND FACTOR; PLATELET AGGREGATION; 

RECOMBINANT VON WILLEBRAND FACTOR 
ORGN Super Taxa 

Cricetidae: Rodentia, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

CHINESE HAMSTER OVARY (Cricetidae) : cell line; CHO (Cricetidae) : cell 
line 

ORGN Organism Superterms 
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animals; chordates; mammals; nonhuman mammals; nonhuman vertebrates; 

rodents; vertebrates 
RN 109319-16-6 (VON WILLEBRAND FACTOR) 
9001-27-8Q (FACTOR VIII) 
109319-16-6Q (FACTOR VIII) 
113189-02-9Q (FACTOR VIII) 

L56 ANSWER 4 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1996:55628 BIOSIS 
DN PREV199698627763. 

TI Effect of selective factor Xa inhibition on arterial thrombus formation 
triggered by tissue factor/ factor Vila or collagen in an ex vivo 
model of shear-dependent human thrombogenesis . 

AU Orvim, Una (1); Barstad, R. Marius; Vlasuk, George P.; Sakariassen, Kjell 
S. 

CS (1) Nycomed Pharma AS, Gaustadalleen 21, 0371 Oslo Norway 

SO Arteriosclerosis Thrombosis and Vascular Biology, (1995) Vol. 15, No. 12, 

pp. 2188-2194. 

ISSN: 1079-5642. 
DT Article 
LA English 

AB Tick anticoagulant peptide (TAP) is a potent and selective inhibitor of 
factor Xa. TAP has shown good antithrombotic efficacy in experimental 
animal models of disseminated intravascular coagulation and venous and 
arterial thrombogenesis. In the present study we evaluated the effect of 
recombinant TAP (rTAP) on acute thrombus formation in human 
nonanticoagulated blood triggered either by tissue factor (TF) or by 
collagen at arterial shear conditions. The main goal was to 
establish the role of factor Xa in thrombus formation by use of an optimal 
inhibitory concentration of rTAP. Blood was drawn directly from an 
antecubital vein by a pump over the respective thrombogenic. surfaces, 
which were positioned in a parallel-plate perfusion chamber. rTAP was 
mixed homogeneously into the flowing blood by a heparin-coated device 
positioned proximal to the perfusion chamber. The passage of blood through 
this device caused minor activation of coagulation but little activation 
of platelets. Fibrinopeptide A and beta-thromboglobulin levels after 5 
minutes of blood perfusion were, on average, 14 ng/mL and 45 IU/mL. 
respectively. rTAP at a plasma concentration of 0.90 mu-mol/L completely 
inhibited TF/ factor Vila-dependent thrombus formation at wall shear rates 
of 650 and 2600 s-1. These shear conditions are comparable to those in 
medium-sized arteries and in moderately stenosed small arteries, 
respectively. In contrast to the TF-coated surface, rTAP was less 
efficient in reducing collagen-induced thrombus formation. While 
a significant reduction of 53% was observed at 650 s-1, thrombus formation 
at 2600 s-1 was not affected by rTAP. Thus, rTAP is an efficient inhibitor 
of thrombin-driven human thrombus formation on the TF-rich surface but 
less efficient when thrombus formation is elicited by type III 
collagen. The lack of antithrombotic effect on collagen 
type III at 2600 s-1 corroborates earlier findings, showing that 
collagen-induced thrombus formation in blood from patients with 
severe factor VIII deficiency is not affected at this blood flow condition 
and thus is not dependent on the prothrombotic effects of thrombin. 

CC Genetics and Cytogenetics - Human *03508 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Biochemical Studies - Carbohydrates 10068 

Biophysics - Molecular Properties and Macromolecules *10506 
Enzymes - Physiological Studies *10808 

Metabolism - Proteins, Peptides and Amino Acids *13012 

Metabolism - Metabolic Disorders *13020 

Cardiovascular System - Blood Vessel Pathology * 14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies *15006 

Developmental Biology - Embryology - Pathological *25503 
BC Hominidae *86215 
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IT Major Concepts 

Biochemistry and Molecular Biophysics; Blood and Lymphatics (Transport 

and Circulation); Cardiovascular Medicine (Human Medicine, Medical 

Sciences) ; Development; Enzymology (Biochemistry and Molecular 

Biophysics); Genetics; Hematology (Human Medicine, Medical Sciences); 

Metabolism 
IT Chemicals & Biochemicals 

FACTOR XA; THROMBIN; FACTOR VIII 
IT Miscellaneous Descriptors 

BETA— THROMBOGLOBULIN; FACTOR VIII DEFICIENCY; FIBRINOPEPTIDE A; 

THROMBIN; THROMBUS; TICK ANTICOAGULANT PEPTIDE 
ORGN Super Taxa . 

Hominidae: Primates, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

Hominidae ( Hominidae ) 
ORGN Organism Superterms 

animals; chordates; humans; mammals; primates; vertebrates 
RN 9002-05-5 (FACTOR XA) 
9002-04-4 (THROMBIN) 
9001-27-8Q (FACTOR VIII) 
109319-16-6Q (FACTOR VIII) 
113189-02-9Q (FACTOR VIII) 

L56 ANSWER 5 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1995:57059 BIOSIS 
DN PREV199598071359 

TI The interaction of factor VIII with collagen -captured 

von Willebrand factor. 
AU Sarode, R.; Foster, P. A. 

CS Blood Cent. Southeastern Wis., Milwaukee, WI USA 

SO Blood, (1994) Vol. 84, No. 10 SUPPL. 1, pp. 681A. 

Meeting Info.: Abstracts Submitted to the 36th Annual Meeting of the 
American Society of Hematology Nashville, Tennessee, USA December 2-6, 
1994 

ISSN: 0006-4971. 
DT Conference 
LA English 

CC General Biology - Symposia, Transactions and Proceedings of 
Conferences, Congresses, Review Annuals 00520 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 

Enzymes - Physiological Studies *10808 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood- Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
BC Hominidae * 8 62 15 
IT Major Concepts 

Blood and Lymphatics (Transport and Circulation); Cardiovascular 

Medicine (Human Medicine, Medical Sciences); Enzymology (Biochemistry 

and Molecular Biophysics) 
IT Chemicals & Biochemicals 

FACTOR VIII; VON WILLEBRAND FACTOR 
IT Miscellaneous Descriptors 

MEETING ABSTRACT; PLATELET ADHESION; VASCULAR INJURY 
ORGN Super Taxa 

Hominidae: Primates, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

human (Hominidae) 
ORGN Organism Superterms 

animals; chordates; humans; mammals; primates; vertebrates 
RN 9001-27-8Q (FACTOR VIII) 

109319-16-6Q (FACTOR VIII) 
113189-02-9Q (FACTOR VIII) 
109319-16-6 (VON WILLEBRAND FACTOR) 
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AN 1993:278026 BIOSIS 
DN PREV199396008251 

TI In vitro evaluation of fact r Vlll-bypassing activity 

of activated prothrombin complex concentrate, prothrombin 

complex concentrate, and factor Vila in the plasma of patients with factor 
VIII inhibitors: Thrombin generation test in the presence of 
collagen-activated platelets . 
AU Sultan, Y.,(l); Loyer, F. 

CS (1) Lab. d ! Hemostase, Pavilion ICGM, Hopital Cochin, 27 rue du Fg Saint 

Jacques, 75014 Paris France 
SO Journal of Laboratory and Clinical Medicine, (1993) Vol. 121, No. 3, pp. 

444-452. 

ISSN: 0022-2143. 
DT Article 
LA English 

AB Clinical efficacy of plasma-derived products with factor Vlll-bypassing 

activity in patients with factor VIII inhibitors is difficult to evaluate. 
It is also difficult to predict efficacy by coagulation assay. A test of 
thrombin generation in defibrinated plasma and in the presence of 
activated platelets was used to test the bypassing activity of the most 
currently used products (activated prothrombin complex concentrate from 
various origins, prothrombin complex concentrate, and factor Vila) . The 
bypassing activity was evaluated in the absence and presence of tissue 
factor. In plasma with inhibitor, activated prothrombin complex 
concentrate elicited dose-dependent thrombin formation, whereas 
prothrombin complex concentrate and factor Vila induced only minimal 
thrombin activity. Addition of tissue factor in the assay elicited 
thrombin generation in the presence of factor Vila and prothrombin complex 
concentrate and allowed additional thrombin formation in the presence of 
activated prothrombin complex concentrate. Although it is hazardous to 
extend results of in vitro testing to clinical efficacy, our study sheds 
some light on the mechanism of action of the various substances used to 
treat bleeding episodes in patients with factor VIII inhibitors. 

CC Biochemical Studies - General 10060 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Pathology, General and Miscellaneous - Therapy 12512 
Metabolism - General Metabolism; Metabolic Pathways * 13002 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies * 15006 
Endocrine System - General * 17 002 

Pharmacology - Drug Metabolism; Metabolic Stimulators *22003 
Pharmacology - Blood and Hematopoietic Agents *22008 
BC Hominidae * 8 62 1 5 
IT Major Concepts 

Endocrine System (Chemical Coordination and Homeostasis); Hematology 
(Human Medicine, Medical Sciences) ; Metabolism; Pharmacology 
IT Chemicals & Biochemical s 

PROTHROMBIN COMPLEX; FACTOR VIII; THROMBIN 
IT . Miscellaneous Descriptors 

HEMATOLOGIC-DRUG; HEMOPHILIA A; MECHANISM OF ACTION; PHARMACOKINETICS 
ORGN Super Taxa 

Hominidae: Primates, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

human ( Hominidae ) 
ORGN Organism Superterms 

animals; chordates; humans; mammals; primates; vertebrates 
RN 9001-26-7 (PROTHROMBIN COMPLEX) 

9001- 27-8Q (FACTOR* VIII) 
109319-16-6Q (FACTOR VIII) 
113189-02-9Q (FACTOR VIII) 

9002- 04-4 (THROMBIN) 
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AN 1988:394067 BIOSIS 

DN BA86: 66706 

TI PLASMA COLLAGEN COFACTOR CORRELATES WITH VON 
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WILLEBRANDE FACTOR ANTIGEN AND RISTOCETIN COFACTOR BUT NOT WITH 
BLEEDING TIME . 
AU AIHARA M; KIMURA A; CHIBA Y; YOSHIDA Y 

CS FIRST DEP. INTERN. MED., HIROSAKI UNIV. SCH. MED . , 5 ZAIFUCHO, HIROSAKI 
036, JPN. 

SO THROMB HAEMOSTASIS, (1988) 59 (3), 485-490. 

CODEN: THHADQ. ISSN: 0340-6245. 
FS BA; OLD 
LA English 

AB Collagen cofactor (CCo), an activity of von 

Willebrand factor (vWF) which increases the rate of adhesion of 
human fixed washed platelets (FWP) to collagen, was measured in 
plasma from normal individuals and indivduals with von 
Willebrand 1 s disease (vWD) . CCo in vWD plasma was compared to vWF 
antigen (vWF:Ag), ristocetin cofactor (RCo) , factor VIII (VIII) coagulant 
activity (VIII :C) and the quantitative bleeding time. There was close 
correlation between CCo and VIII:C (r = 0.909), vWF:Ag (r = 0.975), and 
RCo (r = 0.936). However, there was no correlation between CCo and the 
quantitative bleeding time. Plasma CCo in type IIA vWD markedly lower than 
vWF: Ag and the ratio of CCo/vWF:Ag was 0.08, which was less than a mean 
value of 0.92 in type I vWD. CCo activity in normal plasma was completely 
inhibited by monoclonal antibody CLB-RAg 201, an antibody that inhibits 
the binding of vWF to collagen, suggesting that the binding of 
vWF to collagen is required for the expression of CCo. 

Furthermore, the partial inhibition of CCo by monoclonal antibody CLB-RAg 
35 that inhibits the binding of vWF to platelet in the presence of 
ristocetin, suggests that CCo is partly mediated through platelet membrane 
glycoprotein lb. Large multimers of vWF:Ag in normal plasma were 
preferentially absorbed by collagen. These studies demonstrate 
that CCo is another functional activity of vWF and the measurement of CCo 
may be useful for the detection of new variant forms of vWD. 
CC Cytology and Cytochemistry - Human 02508 
Genetics and Cytogenetics - Human * 03508. 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 

Biochemical Studies - Carbohydrates 10068 

•Pathology, General and Miscellaneous - Diagnostic 12504 

Metabolism - Proteins, Peptides and Amino Acids *13012 

Metabolism - Metabolic Disorders *13020 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15'002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies * 1500 6 

Blood, Blood-Forming Organs and Body Fluids - Lymphatic Tissue and 
Reticuloendothelial System 15008 

Immunology and Immunochemistry - General; Methods *34502 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN VON WILLEBRAND DISEASE VARIANT FORMS PLATELET 
ADHESION FACTOR VIII 
RN 9001-27-8 (RISTOCETIN COFACTOR) 
9001-27-8 (FACTOR VIII) 

L56 ANSWER 8 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1988:348108 BIOSIS 
DN BR35: 4*2950 

TI ROLE OF PLATELET MEMBRANE GLYCOPROTEINS AND VON 

WILLEBRAND FACTOR IN ADHESION OF PLATELETS TO SUBENDOT HELIUM AND 
COLLAGEN. 

AU SAKARIASSEN K S; FRESSINAUD E; GIRMA J-P; MEYER D; BAUMGARTNER H R 
CS DEP. PATHOLOGY, UNIV. WASHINGTON, SEATTLE, WASHINGTON 98105. 
SO LEONARD, E. F. , V. T. TURITTO AND L. VROMAN (ED.). ANNALS OF THE NEW YORK 
ACADEMY OF SCIENCES, VOL. 516. BLOOD IN CONTACT WITH NATURAL AND 
ARTIFICIAL SURFACES; MEETING, NEW YORK, NEW YORK, USA, NOVEMBER 12-14, 
1986. IX+688P. THE NEW YORK ACADEMY OF SCIENCES: NEW YORK, NEW YORK, USA. 
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ILLUS. (1987) 0 (0), 52-65. 

CODEN: ANYAA9. ISSN: 0077-8923. ISBN: 0-89766-428-0 (PAPER) , 0-89766-427-2 

(CLOTH) . 
FS BR; OLD 
LA English 

CC General Biology - Symposia/ Transactions and Proceedings of Conferences, 
Congresses, Review Annuals 00520 
Cytology and Cytochemistry - Human 02508 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 

Biochemical Studies - Carbohydrates * 10068 

Biophysics - Membrane Phenomena *10508 

Enzymes - Physiological Studies *10808 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies *15006 

BC Hominidae 86215 

IT Miscellaneous Descriptors 

HUMAN THROMBOSIS HEMOSTASIS FACTOR VIII 

RN 9001-27-8 (FACTOR VIII) 

L56 ANSWER 9 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1988:324807 BIOSIS 
DN BR35: 30141 

TI THE 150-KDA VON WTLLEBRAND FACTOR VWF BINDING PROTEIN 

EXTRACTED FROM HUMAN VASCULAR SUBENDOTHELIUM IS A TYPE VI-LIKE 
COLLAGEN. 

AU RAND J H; PATEL N; ZHOU S-D; SHENG-DI Z; POTTER B J 

CS POLLY ANNENBERG LEVEE HEMATOL . CENT., DEP. MED., MOUNT SINAI SCH. MED., 

NEW YORK, N.Y. 10029. 
SO FORTY-FIFTH ANNUAL NATIONAL MEETING OF THE AMERICAN FEDERATION FOR 

CLINICAL RESEARCH, WASHINGTON, D.C., USA, APRIL 29-MAY 2, 1988. CLIN RES. 

(1988) 36 (3), 417A. 

CODEN: CLREAS. ISSN: 0009-9279. 
DT Conference 
FS BR; OLD 
LA English 

CC General Biology - Symposia, Transactions and Proceedings of 
Conferences, Congresses, Review Annuals 00520 

Cytology and Cytochemistry - Animal 02506 

Biochemical Studies - Proteins, Peptides and Amino Acids * 10064 
Biophysics - Molecular Properties and Macromolecules 10506 
Biophysics - Membrane Phenomena * 10508 

Metabolism - Proteins, Peptides and Amino Acids *13012 

Cardiovascular System - Physiology and Biochemistry * 14504 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
IT Miscellaneous Descriptors 

ABSTRACT AMINO ACID COMPOSITION PLATELET ADHESION 

L56 ANSWER 10 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1988:50278 BIOSIS 
DN BA85:27137 

TI TWO AFFINITY IMMUNOELECTROPHORETIC METHODS FOR STUDYING COLLAGEN 

INTERACTION WITH VON WILLEBRAND FACTOR ANTIGEN. 
AU AIHARA M; KUDO I; ISHIGAKI H; UENO K; SAWADA Y; YOSHIDA Y; COOPER H A; 

WAGNER R H 

CS FIRST DEP. INTERN. MED., HIROSAKI UNIV. SCH. MED. , 5 ZAIFU-CHO, HIROSAKI 
036, JAPAN. 

SO TOHOKU J EXP MED, (1987) 153 (2), 169-177. 

CODEN: TJEMAO. ISSN: 0040-8727. 
FS BA; OLD 
LA English 
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AB Two new iramunoelectrophoretic methods are described for studying the 
interaction of collagen fibrils with von 

Willebrand factor antigen (vWF:Ag) . In the first, the sample was 
electrophoresed through a collagen-agarose wedge into an 
antibody-agarose area, and immunoprecipitin lines were detected by 
staining. Different immunoprecipitin patterns were obtained with the 
vWF:Ag of normal plasma, commerical FVIII preparations, and von 
Willebrand disease (vWD) type Ila plasma as the result of 
collagen binding of vWF:Ag. In the other method, the sample was 
electrophoresed into agarose for preliminary separation of forms, followed 
by migration in the second dimension through a collagen spacer 
gel into an antibody-agarose area. This method demonstrated preferential 
binding of high molecular weigth forms of vWF:Ag normal plasma and slight 
binding of the lower molecular weight forms of antigen found in vWD type 
Ila plasma. The affinity wedge method is a convenient general method for 
finding quickly a useful concentration of affinity reagent. 
CC Cytology and Cytochemistry - Human *02508 
Genetics and Cytogenetics - Human 03508 

Clinical Biochemistry; General Methods and Applications *10006 
Comparative Biochemistry, General *10010 

Biochemical Methods - Proteins, Peptides and Amino Acids 10054 
Biochemical Methods - Carbohydrates 10058 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 

Biochemical Studies - Carbohydrates *10068 

Biophysics - General Biophysical Techniques *10504 

Metabolism - Proteins, Peptides and Amino Acids 13012 

Metabolism - Metabolic Disorders 13020 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Blood, Blood-Forming Organs and Body Fluids - Lymphatic Tissue and 
Reticuloendothelial System 15008 

Developmental Biology - Embryology - Pathological *25503 
Immunology and Immunochemistry - General; Methods * 34 5 02 

BC Hominidae 86215 

IT Miscellaneous Descriptors 

HUMAN VON WILLEBRAND DISEASE TYPE IIA 

IMMUNOPRECIPITIN PATTERNS FACTOR VIII AFFINITY WEDGE METHOD 
RN 9001-27-8 (FACTOR VIII) 

L56 ANSWER 11 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1986:403450 BIOSIS 
DN BR31: 79416 

TI FACTOR-VIII-VON WILLEBRAND FACTOR A MULTIVALENT LIGAND 

BINDING TO PLATELETS AND COLLAGEN. 
AU FURLAN M 

CS HAEMATOL. ZENTRAL LABOR, INSELSPITAL, CH-3010 BERN, SWITZ . 
SO Blut, (1986) 52 (6), 329-336. 

CODEN: BLUTA9. ISSN: 0006-5242. 
FS BR; OLD 
LA English 

CC Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Biochemical Studies - Carbohydrates 10068 

Biophysics - Molecular Properties and Macromolecules *10506 

Cardiovascular System - Physiology and Biochemistry *14504 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 

Biochemistry *18004 
IT Miscellaneous Descriptors 

REVIEW COAGULATION 
RN 9001-27-8 ( FACTOR- VI 1 1 ) 

L56 ANSWER 12 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1986:378308 BIOSIS 
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DN BA82: 73284 

TI AN ELISA TEST FOR THE BINDING OF VON WILLEBRAND 

ANTIGEN TO COLLAGEN. 
AU BROWN J E; BOSAK J O 

CS CUTTER GROUP MILES LAB., BERKELEY, CA 94701, USA. 
SO THROMB RES, (1986) 43 (3), 303-312. 

CODEN: THBRAA. ISSN: 0049-3848. 
FS BA; OLD 
LA English 

AB Collagen (soluble bovine tendon type I) coated onto microtiter 
plates binds von Willebrand antigen (vW:Ag) in a 

dose-dependent manner. An ELISA test was set up with both antibody and 
collagen coated microtiter plates. Test specimens assayed were: 1) 
normal plasmas, 2) type I vW plasmas, 3) type Ila vW plasmas, and .4) 
factor VIII concentrates (Koate, Cutter; Conco-VIII, Green Cross) . Normal 
and type I vW plasmas exhibited comparable values for vW:Ag in binding 
studies to both collagen and antibody-coated plates. Type Ila vW 
plasmas demonstrated decreased (< 1/2 collagen to 

antibody-binding ratios. Ristocetin cof actor (VIII:RCO) levels in type Ila 
vW plasmas correlated with quantified collagen-binding levels. 
Factor VIII concentrates show variable results when comparing 
collagen and antibody-binding levels. A comparison of vW:Ag ELISA 
(antibody) with VIII:RCO shows ratios of 2:1 (Koate) or 20:1 (Conco-VIII). 
Collagen-binding ELISA levels in concentrates show parallel 
decreases, reflecting presumed binding to collagen of only the 
high M.W. multimers. The vW:Ag collagen binding ELISA represents 
a possible replacement assay for the laborious and imprecise VIII :RCO 
method of measurement of in vitro vWf functional activity. 
CC Genetics and Cytogenetics - Animal 03506 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Biochemical Studies - Carbohydrates 10068 

Biophysics - Molecular Properties and Macromolecules *10506 
Enzymes - Methods *10804 

Pathology, General and Miscellaneous - Diagnostic *12504 
Metabolism - Proteins, Peptides and Amino Acids 13012 
Metabolism - Metabolic Disorders 13020 
Cardiovascular System - Blood Vessel Pathology 14508 

Blood, Blood-Forming Organs and Body Fluids - General; Methods *15001 
Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies 15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - General; Methods 
*18001 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
Biochemistry * 18004 

Developmental Biology - Embryology - Pathological 25503 

Immunology and Immuno chemistry - General; Methods *34502 
BC Bovidae 85715 
IT Miscellaneous Descriptors 

BOVINE RISTOCETIN COFACTOR MOLECULAR WEIGHT FACTOR-VIII 
RN 9001-27-8 (RISTOCETIN COFACTOR) 

9001-27-8 (FACTOR-VIII) 

L56 ANSWER 13 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1986:349897 BIOSIS 
DN BR31: 54825 

TI VON WILLEBRAND FACTOR BINDS TO A 100-KILODALTON 

EXTRACT OF VASCULAR SUBENDOTHELIUM. 
AU RAND J H; PATEL N D 

CS HEMATOL. DIV. , DEP. MED. , MOUNT SINAI MED. CENT., NEW YORK, N.Y. 
SO FORTY-THIRD ANNUAL NATIONAL MEETING OF THE AMERICAN FEDERATION FOR 

CLINICAL RESEARCH, WASHINGTON, D.C., USA, MAY 2-5, 1986. CLIN RES. (1986) 

34 (2), 468A. 

CODEN: CLREAS. ISSN: 0009-9279. 
DT Conference 



i robinson - Page 36 

FS BR; OLD 
LA English 

CC General Biology - Symposia, Transactions and Proceedings of 
Conferences, Congresses, Review Annuals 00520 

Cytology and Cytochemistry - Human 02508 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Biochemical Studies - Carbohydrates 10068 
Biophysics - Membrane Phenomena * 10508 

Cardiovascular System - Physiology and Biochemistry *14504 

Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 

Reticuloendothelial Pathologies *15006 

BC Hominidae 86215 

IT Miscellaneous Descriptors 

ABSTRACT HUMAN FIBRONECTIN LAMININ COLLAGEN PROTEOGLYCAN 

L56 ANSWER 14 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS * 
AN 1985:425629 BIOSIS 
DN BA80: 95621 

TI ENHANCED PLATELET ADHESION TO COLLAGEN IN SCLERODERMA EFFECT OF 

SCLERODERMA PLASMA AND SCLERODERMA PLATELETS. 
AU KAHALEH M B; SCHARSTEIN K K; LEROY E C 

CS MED. UNIV. SC, DIV. RHEUMATOL., 171 ASHLEY AVE . , CHARLESTON, S.C. 29425. 
SO J RHEUMATOL, (1985) 12 (3), 468-471. 

CODEN: JRHUA9. ISSN: 0315-162X. 
FS BA; OLD 
LA English 

AB The effect of plasma on platelet adhesion to collagen coated 

microtiter wells was investigated in 22 patients with scleroderma and 26 
control subjects. In the control subjects, platelet adhesion was 38 .+-. 
13% (mean .+-. SD) of adhesion with buffer alone; in scleroderma patients 
adhesion was 64 . +- . 20% (P < 0.001). No correlations was seen between the 
effect of plasma on platelet adhesion to collagen and the plasma 
levels of either FVIII (Factor VIII) von Willebrand 

factor antigen or fibronectin in either scleroderma or control subjects. 
Furthermore, scleroderma platelets demonstrated enhanced adhesion compared 
to control platelets when tested in the presence of either control or 
scleroderma plasma. 
CC Cytology and Cytochemistry - Human *02508 

Mathematical Biology and Statistical Methods 04500 
Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Pathology, General and Miscellaneous - General *12502 
Metabolism - Proteins, Peptides and Amino Acids 13012 
Metabolism - Metabolic Disorders 13020 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
Blood, Blood-Forming Organs and Body Fluids - Lymphatic Tissue and 
Reticuloendothelial System *15008 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Pathology *18006 
Integumentary System - Pathology *18506 

Immunology and Immuno chemistry - General; Methods 34502 
Immunology and Immuno chemistry - Immunopathology, Tissue Immunology 
*34508 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN FIBRONECTIN FACTOR-VIII VON WILLEBRAND FACTOR 
ANTIGEN 
RN 9001-27-8 (FACTOR-VIII) 



L56 ANSWER 15 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1985:339849 BIOSIS 
DN BA80:9841 

TI ROLE OF FACTOR-VIII- VON WILLEBRAND FACTOR AND 

FIBRONECTIN IN THE INTERACTION OF PLATELETS IN FLOWING BLOOD WITH 
MONOMERIC AND FIBRILLAR HUMAN COLLAGEN TYPES I AND III. 

AU HOUDIJK W P M; SAKARIASSEN K S; NIEVELSTEIN P F E M; SIXMA J J 
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CS DEP. HAEMATOL . , UNIV. HOSP- UTRECHT, NETH . 
SO J CLIN INVEST, (1985) 75 (2), 531-540. 

CODEN: JCINAO. ISSN: 0021-9738. 
FS BA; OLD 
LA English 

AB Platelet adhesion to monomeric collagen types I and III, which 

were purified from human umbilical arteries, was studied in a perfusion 

chamber under well defined flow conditions. For this purpose, glass 

coverslips were coated with 20-30 ,mu.g/cm2 of collagen types I 

and III by spraying a solution of these collagens with a 

retouching air brush. Platelet deposition increased with the time of 

perfusion. Adhesion to both collagen types was similar in the 

first 3 min, but increased platelet . deposition occurred on 

collagen type III after 3 min due to thrombus formation. Adhesion 

at a shear rate of 800/s was strongly impaired with plasma of a patient 

with von Willebrand's disease [VWD] or with 

fibronectin-f ree plasma. Addition of purified fibronectin to 
f ibronectin-f ree plasma restored adhesion to the level obtained with 
normal plasma. Platelet deposition in normal plasma increased with 
increasing shear rates. Platelet deposition in VWD-plasma was normal at 
490/s, but there was no increase at higher shear rates. Platelet 
deposition in fibronectin-f ree plasma was diminished at all shear rates 
studied from 490-1300/s. Perfusion with a human albumin solution (HAS) to 
which purified Factor VI I I -von 

Willebrand factor complex (FVIII-VWF) and fibronectin 

had been added gave similar platelet deposition as with normal plasma. 
Preincubation of collagen with FVIII-VWF and perfusion with HAS 
containing fibronectin, or, conversely preincubation with fibronectin and 
perfusion with HAS containing FVIII-VWF, also resulted in adhesion similar 
to that observed in normal plasma. Similar adhesin was also observed after 
preincubation with both FVIII-VWF and fibronectin and subsequent perfusion 
with HAS alone. Sequential preincubations with 1st FVIII-VWF and then 
fibronectin or with 1st fibronectin and then FVIII-VWF followed by 
perfusion with HAS, also gave a similar adhesion as observed with normal 
plasma. Apparently, platelet adhesion to monomeric collagen 4 
types I and III is dependent on both FVIII-VWF and fibronectin. FVIII-VWF 
is only required at relatively high shear rates; fibronectin also at 
relatively low shear rates. Their complementary role in platelet adhesion 
suggests separate binding sites for FVIII-VWF and fibronectin on 
collagen. Platelet deposition on performed fibrils of 
collagen types I and III was also studied. Intitial adhesion 
expressed as percentage surface coverage was similar to that found with 
monomeric collagen, but thrombus formation was much enhanced. 
Adhesion on fibrillar collagen at 800/s was impaired in 

VSD-plasma and fibronectin-f ree plasma, and was restored by addition of 
purified fibronectin to fibronectin-f ree plasma. When perfusions were 
performed with HAS, only addition of FVIII-VWF was required for optimal 
adhesion to fibrillar collagen; addition of fibronectin had no 
effect. These data are in contrast to the studies with monomeric 
collagens described above, in which the addition of both FVIII-VWF 
and fibronectin was required. These data are also in contrast to the 
observation that in plasma both FVIII-VWF and fibronectin are required for 
optimal adhesion to fibrillar collagen. 
CC Cytology and Cytochemistry - Human *02508 
Genetics and Cytogenetics - Human *03508 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 

Metabolism - Proteins, Peptides and Amino Acids *13012 

Metabolism -Metabolic Disorders *13020 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies * 15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Pathology *18006 
Developmental Biology - Embryology - Pathological *25503 
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BC Muridae 86375 
IT Miscellaneous Descriptors 
THROMBUS FORMATION 

L56 ANSWER 16 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1985:257711 BIOSIS 
DN BA79: 37707 

TI FUNCTIONAL DOMAINS ON VON WILLEBRAND FACTOR 

RECOGNITION OF DISCRETE TRYPTIC FRAGMENTS BY MONOCLONAL ANTIBODIES THAT 

INHIBIT INTERACTION OF VON WILLEBRAND FACTOR WITH 

PLATELETS AND WITH COLLAGEN. 
AU SIXMA J J; SAKARIASSEN K S; STEL H V; HOUDIJK W P M; IN DER MAUR D W; * 

HAMER R J; DE GROOT P G; VAN MOURIK J A 
CS DEP. HEMATOL., UNIV. HOSP. UTRECHT, NETH. 
SO J CLIN INVEST, (1984) 74 (3), 736-744. 

CODEN: JCINAO. ISSN: 0021-9738. 
FS BA; OLD 
LA English 

AB Two functional domains on the von [human] Willebrand factor (VWF) moiety 
of the Factor VHI-von Willebrand 

factor complex (FVIII-VWF), 1 interacting with blood platelets, 
and 1 interacting with vessel wall collagens, were identified by 
means of 2 monoclonal antibodies directed against the VWF molecule, 
CLB-RAg 35 and CLB-RAg 201. The monoclonal antibody CLB-RAg 35 inhibited 
virtually all platelet adherence to artery subendothelium and to purified 
vessel wall collagen type III, at relatively high wall shear 
rates. CLB-RAg 35 also inhibited the ristocetin-induced platelet 
aggregation and the binding of FVIII-VWF to the platelet in the presence 
of ristocetin but did not affect the binding of FVIII-VWF to 
collagen. The monoclonal antibody CLB-RAg 201 inhibited the 
binding of FVIII-VWF to purified vessel wall collagen type I and 
III and all platelet adherence to collagen type III and the 
platelet adherence to subendothelium that was mediated by FVIII-VWF in 
plasma. The 2 functional domains on FVIII-VWF that were recognized by 
CLB-RAg 35 and CLB-RAg 201 were identified by means of immunoprecipitation 
studies of trypsin-digested FVIII-VWF. The domains resided on different 
polypeptide fragments, with a MW of 48,000 for the collagen 
binding domain and a MW of 116,000 for the platelet binding domain. The 
116,000-MW fragment consisted of subunits of 52,000/56,000 MW and 14,000 
MW after reduction. The 52, 000/56, 000-MW subunits possessed the epitope, 
for CLB-RAg 35. - , 

CC Cytology and Cytochemistry - Human 02508 
Genetics and Cytogenetics - Human * 03508 

Clinical Biochemistry; General Methods and Applications *10006 
Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Biochemical Studies - Carbohydrates *10068 

Biophysics - Molecular Properties and Macromolecules *10506 
Metabolism - Proteins, Peptides and Amino Acids * 13012 
Metabolism - Metabolic Disorders * 13020 
Cardiovascular System - General; Methods 14501 
Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies *15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
Biochemistry *18004 

Developmental Biology - Embryology - Pathological 25503 

Immunology and Immunochemistry - General; Methods 34502 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN CLB-RAG 35 CLB-RAG 201 

L56 ANSWER 17 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 

AN 1985:208678 BIOSIS 

DN BR29: 98674 

TI AORTIC COLLAGEN INDUCES AGGREGATION OF WASHED FIXED PLATELETS IN 
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THE PRESENCE OF FACTOR-VIII -VON WILLEBRAND FACTOR. 
AU PERRET B A; FUR LAN M; JENO P; BECK E A 
CS HAMATOL . ZENTRAL LABOR , INSELSPITAL, CH-3010 BERN. 

SO .17TH ANNUAL MEETING OF THE UNION OF SWISS SOCIETIES OF EXPERIMENTAL 
BIOLOGY, GENEVA, SWITZERLAND, MAR. 28-29, 1985. EXPERIENTIA (BASEL). 
(1985) 41 (6), 788. 
CODEN: EXPEAM. ISSN: 0014-4754. 

DT Conference 

FS BR; OLD 

LA English 

CC General Biology - Symposia, Transactions and Proceedings of Conferences, 
Congresses, Review Annuals 00520 
Genetics and Cytogenetics - Human 03508 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Cardiovascular System - Blood Vessel Pathology *14508 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies * 15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 

Biochemistry * 18004 
BC Bovidae 85715 

Hominidae 86215 
IT Miscellaneous Descriptors 

ABSTRACT HUMAN BOVINE AORTA 
RN 9001-27-8 ( FACTOR-VIII ) 

L56 ANSWER 18 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1984:272079 BIOSIS 
DN BA78:8559 

TI PLATELET COLLAGEN INTERACTIONS INCREASE IN RATE OF ADHESION OF 

FIXED WASHED PLATELETS BY FACTOR-VIII RELATED ANTIGEN. 
AU AIHARA M; COOPER H A; WAGNER R H 

CS DEP. PATHOL., UNIV. N.C., 705 PRECLINICAL ED. BUILD., 228-H, CHAPEL HILL, 

N.C. 27514. 
SO BLOOD, (1984) 63 (3), 495-501. 

CODEN: BLOOAW. ISSN: 0006-4971. 
FS BA; OLD 
LA English 

AB A simple technique using an aggregometer and fixed washed human platelets 

(FWP) and fibrillar collagen was used to evaluate the 
contribution of the 2 components of the factor VIII 

(FVIII) complex to platelet-collagen interactions. FWP 
bound individually to collagen fibrils in suspension, and both 
the total number of FWP bound and the rate of adhesion increased with 
increasing collagen concentration. Von 

Willebrand ! s disease (vWD) type I or normal plasma immunoadsorbed 
with anti-factor. VHI-related antigen (anti-FVIIIR: Ag) antiserum gave 20% 
and vWD type Ila give 50% of the rate of adhesion obtained with normal, 
hemophilia A, or hemophilia A with inhibitor plasma, but the same percent 
adhesion was found with all plasmas. The rate of adhesion of both vWD type 
I and type Ila was corrected by the addition of purified FVIII complex. 
The FVIIIR:Ag and not the factor Villi coagulant activity ( FVIII :C) in 
normal plasma or purified FVIII complex apparently caused an accelerating 
effect on the rate at which FWP bound to collagen. 
Collagen fibrils not only bound FWP, but also adsorbed the FVIII 
complex with preferential adsorption of the forms of FVIIIR:Ag with the 
greatest ristocetin cofactor (FVIIIR: RCoF) activity. Saturation of 
collagen with FWP did not change the adsorption pattern of the 
FVIII complex. Anti-FVIIIR :Ag blocked the acclerating effect of the FVIII 
complex but not the adhesion of FWP. FWP and FVIIIR:Ag appeared to bind to 
separate sites on collagen. 
CC Cytology and Cytochemistry - Human *02508 
Genetics and Cytogenetics - Human *03508 

Biochemical Methods - Proteins, Peptides and Amino Acids 10054 
Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Metabolism - Proteins, Peptides and Amino Acids *13012 
Metabolism - Metabolic Disorders *13020 
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Cardiovascular System - Blood Vessel Pathology *14508 
Blood, Blood-Forming Organs and Body Fluids - General; Methods 15001 
Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies *15006 

Developmental Biology - Embryology - Pathological *25503 
Immunology and Immunochemistry - Immunopathology, Tissue Immunology 
*34508 

BC Hominidae 86215 

IT Miscellaneous Descriptors 

HUMAN HEMOPHILIA A VON WILLE BRANDS DISEASE 

RN 9001-27-8 ( FACTOR-VIII ) 



L56 ANSWER 19 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1984:231906 BIOSIS 
DN BA77: 64890 

TI THE INTERACTION BETWEEN COLLAGENS AND FACTOR-VIII VON 

* WILLE BRAND FACTOR INVESTIGATION OF THE STRUCTURAL REQUIREMENTS FOR 
INTERACTION. 

AU MORTON -L F; GRIFFIN B; PEPPER D S; BARNES M J 

CS STRANGE WAYS RESEARCH LAB., WORTS 1 CAUSEWAY, CAMBRIDGE, CB1 4RN. 
SO THROMB RES, (1983) 32 (6), 545-556. 

CODEN: THBRAA. ISSN : 0049-3848. 
FS BA; OLD 
LA English 

AB The blood protein factor VI I I /von Willebrand factor 

(FVIII/VWF) was shown to bind to a variety of collagen polymers 

including, the native-type fibers (of collagen types I and III), 

segment long-spacing (SLS) aggregates (of collagen types I, III, 

IV and V) , the insoluble polymer obtained by random cross-linking of the 

type I monomer and, the non-striated fibril (of type I) produced by 

alcohol precipitation. Relatively little binding of FVIII/VWF to the 

amorphous, non- fibrillar form of collagen (type I) produced by 

salt precipitation from acid solution was observed. No significant binding 

either to elastin or to the insoluble polymer derived by random 

cross-linking of bovine serum albumin was noted. The absorption of 

FVIII/VWF to collagens was affected by ionic concentration and 

FVIII/VWF was only totally bound at relatively low ionic strength. Binding 

of radiolabeled FVIII/VWF could be largely inhibited by an excess of the 

unlabeled protein. The interaction of FVIII/VWF with collagen 

fibers was inhibited in a concentration-dependent manner by monomeric 

collagen when present at relatively high concentrations. Gelatin 

did not appear to inhibit binding significantly. The structural 

requirements of collagen for binding to occur appear to resemble 

those required for collagen-induced platelet aggregation in 

which collagen quaternary structure rather than collagen 

type per se is the important factor. Loss of secondary or higher orders of 
structure of FVIII/VWF as a result of heat denaturation or reduction of 
disulfide bonds decreased or prevented binding. In accord with the 
association of biological activity with FVIII/VWF aggregates, optimal 
binding appeared to require the presence of aggregated FVIII/VWF. 
CC Cytology and Cytochemistry - Human *02508 

Radiation - Radiation and Isotope Techniques 06504 

Biochemical Methods - Proteins, Peptides and Amino Acids 10054 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 

Biophysics - Molecular Properties and Macromolecules * 10506 

Blood, Blood-Forming Organs and Body Fluids - General; Methods 15001 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 

Bones, Joints, Fasciae, Connective and Adipose Tissue - General; Methods 

18001 
BC Bovidae 85715 

Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN BOVINE PLATELET AGGREGATION MOLECULAR PHENOMENA 



■ robinson - 9 / . -->5> . ' Page 41 

RN 9001-27-8 (FACTOR-VIII) 

L56 ANSWER 20 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1983:112820 BIOSIS 
DN BR25: 37820 

TI PREFERENTIAL BINDING OF HIGH MOLECULAR WEIGHT FORMS OF VON 

WILLEBRAND FACTOR TO FIBRILLAR COLLAGEN. 
AU SANTORO S A 

CS DIV. LAB. MED., DEP. PATHOL., WASHINGTON UNIV. SCH. MED., ST. LOUIS, MO. 
63110. 

SO Biochim. Biophys. Acta, (1983) 756 (1), 123-126. 

CODEN: BBACAQ . ISSN: 0006-3002. 
FS BR; OLD 
LA English 

CC Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Biochemical Studies - Carbohydrates 10068 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Bones, Joints, Fasciae, Connective and Adipose Tissue - General; Methods 
18001 

Immunology and Immuno chemistry - General; Methods *34502 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN FACTOR-VIII RELATED ANTIGEN RISTOCETIN COFACTOR ACTIVITY 
RN 9001-27-8 (FACTOR-VIII) 

9001-27-8 (RISTOCETIN COFACTOR) 

L56 ANSWER 21 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1982:93766 BIOSIS 
DN BR23:23758 

TI SELECTIVE ADSORPTION OF HIGH MOLECULAR WEIGHT FORMS OF 

VON WILLEBRAND FACTOR BY COLLAGEN. 
AU SANTORO S A 

CS WASH. UNIV. SCH. OF MED., ST. LOUIS, MISSOURI 63110. 

SO 66TH ANNUAL MEETING OF THE FEDERATION OF AMERICAN SOCIETIES FOR 

EXPERIMENTAL BIOLOGY, NEW ORLEANS, LA., USA, APRIL 15-23, 1982. FED PROC. 

(1982) 41 (3), ABSTRACT 633. 

CODEN: FEPRA7. ISSN: 0014-9446. 
DT Conference 
FS BR; OLD 
LA English 

CC General Biology - Symposia, Transactions and Proceedings of 
Conferences, Congresses, Review Annuals 00520 

Biochemical Studies - General 10060 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 

Metabolism - Proteins, Peptides and Amino Acids * 13012 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
Biochemistry * 18004 
Pharmacology - General *22002 

Immunology and Immunochemistry - General; Methods *34502 

Chemotherapy - General; Methods; Metabolism *38502 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

ABSTRACT HUMAN RISTOCETIN COFACTOR ACTIVITY FACTOR-VIII RELATED ANTIGEN 
RN 9001-27-8 (RISTOCETIN COFACTOR) 

9001-27-8 (FACTOR-VIII) 

L56 ANSWER 22 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1982:76271 BIOSIS 
DN BR23: 6263 

TI THE BINDING OF PURIFIED FACTOR-VIII VON 

WILLEBRAND FACTOR TO COLLAGENS OF DIFFERING TYPE AND 
FORM. 

AU SCOTT D M; GRIFFIN B; PEPPER D S; BARNES M J 
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CS STRANGE WAYS RESEARCH LABORATORY, WORTS CAUSEWAY, CAMBRIDGE CB1 4RN. 
SO Thromb. Res., (1981 (RE CD 1982) ) 24 (5-6), 467-472. 

CODEN: THBRAA. ISSN: 0049-3848. 
FS BR; OLD 
LA English 

CC General Biology - Symposia, Transactions and Proceedings of 
Conferences, Congresses, Review Annuals 00520 

Comparative Biochemistry, General *10010 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 

Metabolism - Proteins, Peptides and Amino Acids *13012 

Cardiovascular System - Physiology and Biochemistry 14504 

Blood, Blood- Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Reproductive System - Physiology and Biochemistry 16504 
Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
Biochemistry * 18004 
BC Bovidae 85715 
Suidae 85740 
Hominidae 86215 
IT Miscellaneous Descriptors 

BOVINE DEEP FLEXOR TENDON COLLAGEN PIG AORTA COLLAGEN 
HUMAN PLACENTAL COLLAGEN 

L56 ANSWER 23 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1981:102080 BIOSIS 
DN BR21: 37076 

TI ADSORPTION OF VON WILLEBRAND FACTOR FACTOR-VIII BY THE 

GENETICALLY DISTINCT INTERSTITIAL COLLAGENS. 
AU SANTORO S A 

CS DIV. LAB. MED., WASH. UNIV. SCH. MED., ST. LOUIS, MO. 63110, USA. 
SO Thromb. Res., (1981) 21 (6), 689-694. 

CODEN: THBRAA. ISSN: 0049-3848. 
FS BR; OLD 
LA English 

CC Cytology and Cytochemistry - Human *02508 
Genetics and Cytogenetics - Human *03508 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 

Metabolism - Proteins, Peptides and Amino Acids * 13012 

Metabolism - Metabolic Disorders *13020 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood- Fo-rming Organs and Body Fluids - Blood and Lymph Studies 

150'02 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies *15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Pathology *18006 

Developmental Biology - Embryology - Pathological *25503 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN PLASMA PLATELET AGGREGATION RISTOCETIN COFACTOR 
RN 9001-27-8 (RISTOCETIN COFACTOR) 



L56 ANSWER 24 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1980:201124 BIOSIS 
DN BA69: 76120 

TI VON WILLEBRAND FACTOR DEPENDENT PLATELET AGGREGATION 

AND ADSORPTION OF FACTOR-VIII RELATED ANTIGEN BY COLLAGEN. 
AU NYMAN D 

CS DEP. BLOOD COAGULATION DISORD., KAROLINSKA HOSP . , STOCKHOLM, SWED. 
SO THROMB RES, (1980) 17 (1-2), 209-214. 

CODEN: THBRAA. ISSN: 0049-3848. 
FS BA; OLD 
LA English 

AB Commercial collagen preparations were investigated for 

adsorption of [human] factor VHI-related antigen. Collagen type 
III adsorbed the antigen and induced a possible von 
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Willebrand factor-dependent platelet aggregation. TO demonstrate 

this function, platelet aggregation presumed to be induced by a protease 

must be inhibited by aprotinin. Extracellular Ca ions were necessary to 

mediate this reaction. Collagen type I did not possess similar 

properties. 

CC Cytology and Cytochemistry - Human 02508 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Biochemical Studies - Minerals 10069 
Enzymes - Physiological Studies 10808 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
Biochemistry *18004 

Immunology and Immunochemistry - General; Methods 34502 
BC Hominidae 86215 
IT Miscellaneous Descriptors 
HUMAN 

RN 9001-27-8 (FACTOR-VIII) 

L56 ANSWER 25 OF 26 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1978:237489 BIOSIS 
DN BA66: 49986 

TI INTERACTION OF COLLAGEN WITH THE FACTOR- VI 1 1 

ANTIGEN ACTIVITY VON WILLEBRAND FACTOR COMPLEX 

AU NYMAN D 

CS DEP. BLOOD COAGUL. DISORD., KAROLINSKA INST . , S-104 01 STOCKHOLM, SWED . 
SO THROMB RES, (1977) 11 (3), 433-438. 

CODEN: THBRAA. ISSN: 0049-3848. 
FS BA; OLD 
LA English 

AB Citrated platelet poor plasma from 4 healthy individuals and from 4 
patients with von Willebrands disease was used. Two 
types of collagen, one fibrillar and one soluble, from 2 

different sources were used. The simultaneous rise in factor VIII activity 
by approximately 100% in normal plasma connected with an adsorption of 
factor VIII related antigen indicates a change in the complex of these 2 
substances caused by incubation with the soluble collagen. Rise 
in factor VIII activity was apparently specific since incubation with 
von Willebrand plasma did not show appreciable 

activation. Results varied with fibrillar collagen; apparently 
certain types of collagen dissociates factor VIII from its 

antigen which serves as a carrier. The amount of dissociation differs when 
the amount of carrier molecule is restricted as in von 
Willebrands disease. 
CC Genetics and Cytogenetics - Human 03508 
Comparative Biochemistry, General 10010 

Biochemical Studies - Proteins, Peptides and Amino Acids 10064 
Metabolism - Proteins, Peptides and Amino Acids *13012 
Metabolism - Metabolic Disorders *13020 
Cardiovascular System - Blood Vessel Pathology 14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies *15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
Biochemistry * 18004 

Developmental Biology - Embryology - Pathological 2 5503 

Immunology and Immunochemistry - General; Methods *34502 
BC Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN VON WILLEBRANDS DISEASE 
RN 9001-27-8 (FACTOR VIII) 
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AN 1976:158806 BIOSIS 
DN BA61: 58806 

TI ULTRASTRUCTURAL ASPECTS OF INTERACTIONS OF PLATELETS WITH MICRO 

CRYSTALLINE COLLAGEN. 
AU ZUCKER W H; MASON R G 

SO AM J PATHOL, (1976) 82 (1), 129-142. 

CODEN: AJPAA4 . ISSN: 0002-9440. 
FS BA; OLD 
LA Unavailable 

CC Microscopy Techniques - Electron Microscopy 01058 
Cytology and Cytochemistry - Human *02508 
Genetics and Cytogenetics - Human 03508 
Comparative Biochemistry, General 10010 
Biochemical Studies - General 10060 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Anatomy and Histology, General and Comparative - Microscopic and 
Ultramicroscopic Anatomy *11108 

Metabolism - Proteins, Peptides and Amino Acids 13012 
Metabolism - Metabolic Disorders *13020 
Cardiovascular System - Blood Vessel Pathology 14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 
*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Blood, Blood-Forming Organs and Body Fluids - Blood, Lymphatic and 
Reticuloendothelial Pathologies' *15006 

Bones, Joints, Fasciae, Connective and Adipose Tissue - Physiology and 
. Biochemistry *18004 

Pharmacology - Blood and Hematopoietic Agents 22008 
Developmental Biology - Embryology - Pathological 25503 
BC Bovidae 85715 

Hominidae 86215 
IT Miscellaneous Descriptors 

HUMAN BOVINE THROMBASTHENIA VON WILLEBRANDS DISEASE 
FACTOR-VIII FACTOR-XII MORPHOLOGIC CHANGES 
RN 9001-27-8 (FACTOR-VIII) 
9001-30-3 (FACTOR-XII) 
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AN 1998-08418 BIOTECHDS 

TI Carrier-fixed recombinant von Willebrand factor 
derivative; 

purification using adsorbent 
AU Schwarz H P; Turecek P; Eibl J 
PA Immuno 
LO Vienna, Austria 
PI WO 9825969 18 Jun 1998 
AI WO 1997-AT253 19 Nov 1997 
PRAI AT 1996-2178 13 Jun 1996 
DT Patent 
LA German 

OS WPI: 1998-348459 [30] 

AB A new derivative (I) of von Willebrand factor (vWF) 

consists of recombinant vWF immobilized on a particulate or gel 
absorbent. Also claimed are: a method for isolation of vWF binding 
proteins (II), involving contacting a fraction containing (II) with (I) 
so that binding occurs, removing non-bound components and eluting (II) 
from (I); and a device consisting of a container, specifically an 
affinity column, containing (I) and having an inlet and an outlet for 
liquid. (II) is e.g. glycoprotein-Ib, the glycoprotein in Ilb/IIIA 
complex, collagen, Factor-VIII, vWF antigen, vWF antibody or an 
enzyme recognizing vWF as substrate, e.g. vWF-multimerase or 
vWF-depolymerase. Typical applications include isolation of pure 
proteins with Factor-VIII activity for analytical, diagnostic or 
therapeutic use, purification of vWF multimerase, or preparative recovery 
of polyclonal or monoclonal antibody for disease diagnosis. (29pp)' 

CC D PHARMACEUTICALS; D3 Peptides and Proteins; L PURIFICATION; LI 
Downstream Processing 

CT RECOMBINANT VON WILLEBRAND FACTOR DER. 

PREP., PURIFICATION, ADSORBENT, APPL. POLYCLONAL, MONOCLONAL ANTIBODY 
PREP., FACTOR-VIII PREP., DISEASE DIAGNOSIS, THERAPY, ANALYSIS 
BLOOD-CLOTTING PROTEIN CLONING (VOL.17, NO. 19) 

L61 ANSWER 2 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1998-07709 BIOTECHDS 

TI Homogeneous population of bone marrow cells responsive to transforming 
growth f actor-beta-1 ; 

retro virus vector-mediated gene transfer to cells for use in 
hemophilia, muscular dystrophy, etc. gene therapy 
AU Gordon E M; Hall F L; Anderson W F - 
PA Univ. Southern-California 
LO Los Angeles, CA, USA. 
PI WO 9820907 22 May 1998 
AI WO 1997-US20558 12 Nov 1997 
PRAI US 1996-747514 12 Nov 1996 
DT Patent 
LA English 

OS WPI: 1998-297622 [26] 

AB A new homogeneous population of cells derived from bone marrow and 

responsive to transforming growth f actor-beta-1 (TGFbl) may be transduced 
with DNA encoding a therapeutic protein, for use in gene therapy. The 
transduced cells (A) are introduced into a mammal to produce therapeutic 
protein, specifically Factor-IX, but also Factor-VIII : c, von 
Willebrand factor (vWF) tissue plasminogen-activator 

(EC-3.4.21.68) , protein-C (EC-3 . 4 . 21 . 69 ) , protein-S or antithrombin-III, 
for treatment of disorders of the thrombosis-hemostasis system, 
particularly hemophilia-B. (A) can also be used to treat muscular 
dystrophy or connective tissue, lipid storage or skeletal disorders. (A) 
provide significantly higher levels of therapeutic protein than similarly 
transduced mature mesenchymal cells, but have low coagulant activity. 
They are capable of self-renewal and differentiation into secretory 
phenotypes in the bone marrow. DNA is introduced into the cells in vitro 
using a virus, specifically a retro virus vector. TGFbl may be a fusion 
protein containing a His6 tag for purification, auxiliary vWF-derived 
collagen binding site and mature TGFbl. (46pp) 
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CC D PHARMACEUTICALS; D7 Clinical Genetic Techniques; A GENETIC ENGINEERING 
AND FERMENTATION; Al Nucleic Acid Technology 

CT RETRO VIRUS VECTOR -MEDIATED FACTOR-IX, FACTOR-VIII : C, VON 
WILLEBRAND FACTOR, TISSUE PLASMINOGEN- ACTIVATOR, 

PROTEIN-C, PROTEIN-S, ANTITHROMBIN-III GENE TRANSFER TO TRANSFORMING 
GROWTH FACTOR-BETA- 1 RESPONSIVE BONE MARROW CELL, APPL. HEMOPHILIA, 
MUSCULAR DYSTROPHY, ETC. GENE THERAPY BLOOD-CLOTTING PROTEIN THROMBOLYTIC 
ENZYME PROTEASE EC-3.4.21.68 ANTICOAGULANT EC-3.4.21.69 ANTIAGGREGANT 
PROTEASE- INHIBITOR ENZYME-INHIBITOR GLYCOSIDE (VOL.17, NO. 17) 

L61 ANSWER 3 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1998-01997 BIOTECHDS 

TI Biochemical and functional characterization of recombinant von 
Willebrand factor produced on a large-scale; 

blood-clotting protein preparation by vector expression in CHO cell 
culture in serum-free culture medium, purification and 
characterization 

AU Fischer B E; Schlokat U; Reiter M; Mundt W; Corner F 

CS Immuno 

LO IMMUNO AG, Biomedical Research Center, Uferstrasse 15, A-2304 Orth an der 

Donau, Austria. 
SO Cell. Mol. Life Sci.; (1997) 53, 11-12, 943-50 

CODEN: 2884N ISSN: 1420-682X 

DT Journal 
LA English 

AB Human recombinant von Willebrand factor (rvWF) was 

produced in serum-free culture medium on a large-scale in Chinese hamster 
ovary (CHO) cell culture and was purified from fermentation broth 
supernatant by anion-exchange chromatography and heparin affinity 
chromatography yielding polymers of different degrees of multimerization. 
rvWF was analyzed by qualitative and quantitative functional analysis, 
demonstrating that while binding of rvWF to platelets did not depend on 
multimerization of the molecule, ristocetin-induced platelet aggregation, 
collagen binding and heparin binding correlated directly with the 

extent of the multimerization. Binding of recombinant Factor-VIII to 
rvWF also did not depend on multimerization. Reaction of rvWF with 
carbohydrate-specific lectins demonstrated that rvWF contained a high 
proportion of N-glycans composed of mannose, galactose, glucose, 
N-acetylglucosamine and terminal sialic acid. Finally, carbohydrate 
moieties were covalently bound to the protein. These properties are all 
comparable to human plasma -de rived vWF. (45 ref) - 

CC D PHARMACEUTICALS; D3 Peptides and Proteins; A GENETIC ENGINEERING AND 

FERMENTATION; Al Nucleic Acid Technology; J CELL CULTURE; Jl Animal Cell 
Culture 

CT HUMAN RECOMBINANT VON WILLEBRAND FACTOR 

OVER-PREP., VECTOR EXPRESSION IN CHO CELL CULTURE, SERUM-FREE CULTURE 
MEDIUM, PURIFICATION, CHARACTERIZATION MAMMAL ANIMAL BLOOD-CLOTTING 
PROTEIN CLONING CHINESE HAMSTER OVARY (VOL.17, NO. 5) 

L61 ANSWER 4 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1998-01724 BIOTECHDS 

TI Preparing crosslinked gels using transglutaminase and 
temperature-sensitive protein; 

gelatin or collagen crosslinking method 
AU Bishop P D; Lasser G 
PA Zymogenetics 
LO Seattle, WA, USA. 
PI WO 9740701 6 Nov 1997 
Al WO 1997-US6605 23 Apr 1997 
PRAI US 1996-641463 1 May 1996 
DT Patent 
LA English 

OS WPI: 1997-549384 [50] 

AB A new method for preparing a crosslinked protein gel involves adding a 
transglutaminase (EC-2 . 3 . 2 . 13) to a heat-sensitive gel-forming protein 
composition, and incubating the mixture at a temp, at which a similar 
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composition without enzyme cannot gel. The composition may be an aq. 
solution or gel, particularly where the protein is gelatin or 
collagen. The enzyme may be fibrin stabilizing factor, a 

transglutaminase of human tissue, keratinocyte, epidermis or prostate 
origin, or a microbial enzyme (from a bacterium or fungus, especially 
oomycetes) . At least 1 additional protein, e.g. fibronectin, von 
Willebrand factor, vinculin or laminin (preferably at not over 

10% total protein), a cytokine or hormone, or another non-protein amine 
(e.g. putrescine or cadaverine, or diamino-PEG) may be added. The 
product may be used in photographic film, protein-containing food, 
capsule formation, drug delivery systems, or prostheses, or in neural 
reconstructive surgery, and show improved uniformity, strength and 
thermostability than non-crosslinked gels or gels crosslinked 
enzymatically from the sol state. (40pp) 
CC H OTHER CHEMICALS; HI Polymers; K BIOCATALYSIS; K2 Application 
CT GELATIN, COLLAGEN, TEMP . -SENSITIVE PROTEIN CROSSLINKING, 
TRANSGLUTAMINASE ENZYME EC-2.3.2.13 (VOL.17, NO. 4) 

L61 ANSWER 5 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1998-01539 BIOTECHDS 

TI Targeting retro viral vectors to vascular lesions by genetic engineering 
of the MoMLV gp70 envelope protein; 

mouse Moloney leukemia virus envelope protein engineering to include 
von Willebrand factor high affinity collagen 

-binding domain and potential cardiovascular disease gene therapy 
AU Hall F L; Gordon E M; Wu L; Zhu N L; Skotzko M J; Starnes V A; Anderson W 
F 

CS Univ. Southern-California; Child. Hosp. Los-Angeles 

LO USC Health Sciences Campus, Raulston Bldg., Room 510, 2125 Zonal Avenue, 

Los Angeles, CA 90033, USA. 
SO Hum. Gene Ther.; (1997) 8, 18, 2183-2192 

CODEN: 4535R ISSN: 1043-0342 

DT Journal 
LA English 

AB Targeted gene delivery to vascular lesions is a major challenge in 

development of gene therapy protocols for cardiovascular diseases. An 
early step in wound repair is the adhesion of platelets to exposed 
collagen. The mouse Moloney leukemia virus envelope protein was 
engineered to include a high affinity collagen-binding domain 
from von Willebrand factor and was expressed in 
' Escherichia coli BL21 (DE3) and mammal cell culture. The chimeric env 

protein bound tightly to collagen and virions bearing this 
collagen binding env protein had virus titers approaching those 

expressing wild-type env protein. The chimeric virions were concentrated 
on collagen matrices and retained their infectivity under 
conditions in which virions bearing wild-type env protein were washed 
away. Targeted delivery of the chimeric env protein to injured mouse 
aorta and selective binding of the collagen targeted virions to 
injured rabbit artery were observed. Vascular smooth muscle cell 
transduction of catheter-injured carotid arteries was demonstrated 
following infusion of collagen-targeted virions. (36 ref) 

CC D PHARMACEUTICALS; D7 Clinical Genetic Techniques; A GENETIC ENGINEERING 
AND FERMENTATION; Al Nucleic Acid Technology 

CT RETRO VIRUS VECTOR TARGETING TO VASCULAR LESION, MOUSE MOLONEY LEUKEMIA 
VIRUS ENVELOPE PROTEIN ENGINEERING FOR VON WILLEBRAND 
FACTOR HIGH AFFINITY COLLAGEN- BINDING DOMAIN INCLUSION, 

CARDIOVASCULAR DISEASE GENE THERAPY CLONING LEUKO VIRUS ONCO VIRUS 
BLOOD-CLOTTING GENE TRANSFER (VOL.17, NO. 4) 

L61 ANSWER 6 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 

AN 1997-11400 BIOTECHDS 

TI Isolated mammalian blood-resistant cells; 

mesenchyma cell culture transfection for use in e.g. gene therapy 

AU Cerami A; Bucala R J 

PA Picower-Inst . Med . Res . Manhasset 

LO Manhasset, NY, USA. 
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PI US 5654186 5 Aug 1997 
AI . US 1993-26290 26 Feb 1993 
PRAI US 1993-23290 26 Feb 1993 
DT Patent 
LA English 

OS WPI: 1997-401851 [37] 

AB Isolated mammalian blood-resident cells that display surface phenotypic 
markers of fibroblasts and CD45 ad CD34 phenotypic markers of 
hematopoietic stem cells are claimed. The fibroblast phenotypic markers 
displayed are vimentin, fibronectin and collagen. The cells 
are collagen-I-positive or collagen-III-positive . 

Also claimed is a cellular composition of the blood-resident cells that 
display surface phenotypic markers of fibroblasts and CD45 and CD34 
phenotypic markers of hematoipoietic stem cells. The cells are positive 
for major histocompatibility class II CDllb, CDllc, CD116 or CD13 and are 
negative for T-lymphocyte receptor alpha-beta and gamma-delta, CD3, CD4, 
CD8 , CDlla, CD14,. CD16, CD19, CD25, CD33, CD38, CD44, CD54, CD56, 
cytokeratin, von Willebrand' s factor, desmin, smooth 
muscle cell alpha-actin or laminin. The cells are useful in wound 
healing, tissue remodeling and gene therapy. (10pp) 
CC J CELL CULTURE; Jl Animal Cell Culture; D PHARMACEUTICALS; D7 Clinical 
Genetic Techniques; A GENETIC ENGINEERING AND FERMENTATION; Al Nucleic 
Acid Technology 

CT MAMMAL BLOOD- RESIDENT MESENCHYMA CELL CULTURE, FIBROBLAST, CD45, CD34 
MARKER SURFACE DISPLAY, APPL. WOUND HEALING, TISSUE REMODELING, GENE 
THERAPY ANIMAL GENE TRANSFER (VOL.16, NO. 22) 

L61 ANSWER 7 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1993-00248 BIOTECHDS 

TI Wild mature von Willebrand factor subunit; 

DNA sequence; viral expression vector 
PA Scripps 

PI WO 9217192 15 Oct 1992 
AI WO 1992-US4575 27 Mar 1992 
PRAI US 1991-675529 27 Mar 1991 
DT Patent 
LA English 

OS WPI: 1992-365986 [44] 

AB A new protein patterned on a fragment of wild-type mature von 
Willebrand factor (VWF) subunit has one or more binding sites of 

predetermined affinity for one or more ligands selected from a group 
comprising collagen, glycoaminogl yeans, proteoglycans, platelet 
glycoprotein lb-alpha, platelet glycoprotein Ilb/II, or coagulation 
Factor-VIII. The protein has a modified protein sequence relative to 
that of the fragment and an increased binding affinity, relative to the 
predetermined affinity for one or more of the ligands. Also claimed are: 
(a) a purified DNA sequence encoding the fragment of mature VWF subunit 
with an N-terminus at Arg 441 and a C-terminus at Val 733; (b) an 
expression plasmid or viral expression vector containing DNA encoding a 
mutant mature VWF subunit or fragment of it; and (c) a recombinant 
eukaryotic or prokaryotic host cell transformed with (b) ; and (d) an 
antibody specific for VWF subunit. The modified proteins are produced by 
mutagenesis of DNA encoding VWF proteins followed by expression in a 
suitable host. The proteins can be used in the treatment and prevention 
of vascular disorders such as von Willebrand disease. 
(170pp) 

CC D PHARMACEUTICALS; D6 Antibodies; A GENETIC ENGINEERING AND FERMENTATION; 

Al Nucleic Acid Technology 
CT RECOMBINANT VON WILLEBRAND FACTOR SUBUNIT 

PREP., DNA SEQUENCE, SITE-DIRECTED MUTAGENESIS, PROTEIN ENGINEERING, 

VECTOR VIRUS, PLASMID EXPRESSION IN PROKARYOTE, EUKARYOTE HOST, POT. 

DISEASE THERAPY PROTEIN SEQUENCE BLOOD-CLOTTING CLONING ANTIBODY 

L61 ANSWER 8 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1993-00147 BIOTECHDS 

TI Recombinant platelet glycoprotein lb receptor fragment; 
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expression in Escherichia coli, COS, CHO, COS-7 or Spodoptera 
frugiperda insect cell culture; new antiaggregant application to 
intervascular thrombosis therapy 

.PA Brigham+Women 1 s-Hosp . 

PI WO 9216225 1 Oct 1992 

AI WO 1992-US2188 18 Mar 1992 

PRAI US 1991-670606 18 Mar 1991 

DT Patent 

LA English 

OS WPI: 1992-348936 [42] 

AB The following are new: (1) a method of modulating or blocking platelet 
adhesion by administering an effective amount of recombinant platelet 
glycoprotein lb receptor (Gplb-R) fragment; (2) a recombinant human 
Gplb-R fragment {or functional or chemical derivative); (3) an expression 
vector comprising a DNA sequence encoding codons 210-226 or 312-345 of a 
sequence encoded by human GpIb-R-alpha; (4) a prokaryotic cell 
transformed with the new vector; (5) an antibody (Ab) against the human 
Gplb-R fragment; (6) a method of purifying von 

Willebrand factor (vWf) by contact with the human Gplb-R fragment 
to for a complex from where vWf can be isolated; (7) a method of 
detecting vWf by contact with a labeled fragment of human Gplb;.and (8) a 
pharmaceutical preparation comprising the recombinant Gplb-R fragment. 
In (1), the fragment blocks platelet adhesion and vWf binding to 

collagen. The recombinant fragment is GpIb-R-b-alpha (Q221-L318 ) 
(reproduced DNA sequence). The fragment of (2) is produced by 
Escherichia coli, COS, CHO, COS-7 or Spodoptera frugiperda (Sfg) cells. 
The antibody may be a monoclonal Ab, anti-idiotype Ab or 
anti-anti-idiotype Ab. (63pp) 
CC D PHARMACEUTICALS; D3 Peptides and Proteins; J CELL CULTURE; Jl Animal 
Cell Culture; A GENETIC ENGINEERING AND FERMENTATION; Al Nucleic Acid 
Technology 

CT HUMAN RECOMBINANT PLATELET GLYCOPROTEIN-IB RECEPTOR FRAGMENT PREP., 
VECTOR EXPRESSION IN ESCHERICHIA COLI, COS, CHO, COS-7, SPODOPTERA 
FRUGIPERDA SFG INSECT CELL CULTURE, ANTI-IDIOTYPE MONOCLONAL ANTIBODY, 
ANTIAGGREGANT , APPL. INTERVASCULAR THROMBOSIS THERAPY MAMMAL DNA SEQUENCE 
BACTERIUM MONKEY KIDNEY CHINESE HAMSTER OVARY ARTHROPOD GENE TRANSMISSION 
DNA SEQUENCE VON WILLEBRAND FACTOR 
BLOOD-CLOTTING BACULO VIRUS 

L61 ANSWER 9 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1992-05005 BIOTECHDS - 
TI Animal cells in culture make secondary metabolites too; 

secondary metabolite production in animal cell culture (conference 

paper) 
AU Spier R E 

LO Wolfson Cytotechnology Laboratory, University of Surrey, Guildford, 

Surrey, GUI 2 PS, UK. 
SO Prod. Biol. Anim. Cells Cult.; (1991) ESACT 10 Meet., 207-17 
DT Journal 
LA English 

AB Secondary metabolite production in animal cell culture was discussed, 
with an emphasis on similarities between animal cells in culture and 
microbial fermentations. Examples of secondary metabolites produced by 
animal cells include steroids, collagen, laminin, heparin, 
gonadotropin, von Willebrand factor, interferon, 

phosvitin, crystallin, casein, serotonin, acetylcholine, adrenaline, 
cyclic ketones, melanin, myosin, elastin, triiodothyronine, prolactin, 
hyaluronic acid, chondroitin sulfate, fibronectin, chitin, hemoglobin, 
granulocyte-macrophage colony stimulating factor, interleukin, 
tyrosine-transaminase, Ig, histamine, dopamine, cholinesterase 
(EC-3 . 1 . 1 . 8) , noradrenaline, oxygen radicals, DOPA-oxidase, 
creatine-kinase (EC-2 . 7 . 3 . 2 ) , insulin, somatotropin or hyaline. Cells 
generate a secondary metabolite (e.g. a monoclonal antibody) at a higher 
cell-specific rate when cells are stressed (e.g. by increased osmotic 
pressure, hydrodynamic stress, decreased pH, decreased temp, or nutrient 
limitation) . Mechanisms for secondary metabolic function were discussed. 
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(11 ref) . 

CC D PHARMACEUTICALS; D5 Other Pharmaceuticals; D PHARMACEUTICALS; D2 

Hormones; J CELL CULTURE; Jl Animal Cell Culture 
CT SECONDARY METABOLITE PREP., ANIMAL CELL CULTURE . 

L61 ANSWER 10 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1992-04420 BIOTECHDS 

TI Functional analysis of a recombinant glycoprotein-Ib-alpha polypeptide 
which inhibits von Willebrand factor binding to the 
platelet glycoprotein-Ib-IX complex and to collagen; 
von Willebrand factor receptor gene cloning and 

expression in COS-7 cell culture and Escherichia coli; purification 
and characterization for use as antiaggregant model 
AU Cruz M A; Petersen E; Turci S M; *Handin R I 

LO Hematology-Oncology Division, Brigham and Women's Hospital, 75 Francis 

St., Boston, MA 02115, USA. 
SO J.Biol.Chem. ; (1992) 267, 2, 1303-09 

CODEN: JBCHA3 
DT Journal 
LA English 

AB By deletion mutagenesis and transient expression in a COS-7 cell culture, 
using plasmid CDM8 as vector (to form plasmid pCDM8-GpIb-alpha-FL) , a 
96-amino acid hydrophilic sequence in glycoprotein-Ib-alpha located 
between L220 and L315 was identified (in plasmid pCDM8-GpIb-alpha-XbaI ) , 
which contained a von Willebrand factor (vWF) binding 

site. The cDNA encoding this fragment was then expressed in Escherichia 
coli K38 pGPl-2, using plasmid pT7-7 as vector, and the recombinant 
protein was purified from the bacterial cell lysate by lysozyme 
(EC-3.2 . 1. 17) treatment, freeze-thaw cycles, dialysis, anion-exchange 
FPLC on DEAE-HR, and gel filtration FPLC on 300sw. The protein was 
monomeric, and had a mol.wt. of 14,000 (SDS-PAGE) . It inhibited both 
ristocetin-induced binding of vWF to platelets and platelet 
agglutination, and inhibited binding of vWF to immobilized type-I and 
-III collagen, although it did not itself bind to 
collagen. This soluble receptor should be useful as a model for 

designing agents for selective inhibition of shear-dependent platelet 
adhesion to vascular subendothelium, for use as antiaggregant drugs. (48 
ref) 

CC D PHARMACEUTICALS; D5 Other Pharmaceuticals; A MICROBIOLOGY; Al Genetics; 

J CELL CULTURE; Jl Animal Cell Culture 
CT RECOMBINANT VON WILLEBRAND FACTOR RECEPTOR 

FRAGMENT PREP., EXPRESSION IN COS-7 CELL CULTURE, ESCHERICHIA COLI, 

PURIFICATION, CHARACTERIZATION, POT. ANTIAGGREGANT MODEL CLONING GENE 

TRANSMISSION MONKEY KIDNEY BACTERIUM 

L61 ANSWER 11 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1991-13744 BIOTECHDS 

TI Monoclonal antibody to fibrinogen associated with a surface; 

hybridoma construction; use as antiaggregant or in diagnosis of 

thrombosis or embolism, etc. 
PA Nat. Inst. Health-Bethesda 
PI US 7547832 23 Jul 1991 
AI US 1990-547832 2 Jul 1990 
PRAI US 1990-547832 2 Jul 1990 
DT Patent 
LA English 

OS WPI: 1991-260182 [35] 

AB New monoclonal antibody (MAb) F26 specifically recognizes human platelet 
fibrinogen, or fibrinogen associated with a surface, but not free 
fibrinogen in solution, or derivatives of plasma fibrinogen in solution. 
A hybridoma ATCC HB 10401 cell culture secreting MAb F26 is also new. 
The MAb shows low binding to unstimulated platelets, but after platelet 
stimulation with e.g. thrombin (EC-3 . 4 . 21 . 5) , ADP, calcium ionophore 
A23187 or collagen the binding increases greatly. The MAb 
recognizes an epitope on the D domain of fibrinogen, and does not 
cross-react with fibronectin or von Willebrand 
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factor. The MAb may be used for identification of activated platelets 
with fibrinogen on their surface, or for identification of fibrinogen and 
fibrin deposits on e.g. artificial hearts, prosthetic heart valves or 
indwelling catheters. The MAb may also be used for diagnosis or therapy 
of thrombosis or embolism. In an example, BALB/c mice were 
hyperimmunized 3 times i.p. with human platelets, and spleen cells were 
fused with an SP2/0-Agl4 mouse myeloma cell culture. Positive hybridomas 
were selected and cloned 3 times by limiting dilution for F26 production. 
(35pp) 

CC J CELL CULTURE; Jl Animal Cell Culture; D PHARMACEUTICALS; D5 Other 
Pharmaceuticals 

CT HUMAN PLATELET FIBRINOGEN ON SURFACE, MOUSE MONOCLONAL ANTIBODY PREP., 
HYBRIDOMA CONSTRUCTION, POT. APPL. AS ANT I AGGRE GANT OR IN THROMBOSIS, 
EMBOLISM DIAGNOSIS BLOOD-CLOTTING MAMMAL CELL CULTURE 

L61 ANSWER 12 OF 12 BIOTECHDS COPYRIGHT 2000 DERWENT INFORMATION LTD 
AN 1990-01404 'BIOTECHDS 

TI Production in Escherichia coli of a biologically active subfragment of 
von Willebrand factor corresponding to the platelet 

glycoprotein lb, collagen and heparin binding domains; 
human lung recombinant von Willebrand factor 
production 

AU Pietu G; Meulien P; Cherel G; Diaz J; Baruch D; Courtney M 
CS Transgene; Sanofi 

LO INSERM U.143, Hopital de Bicetre, 94275 le Kremlin Bicetre Cedex, France. 
SO Biochem.Biophys.Res.Commun. ; (1989) 164, 3, 1339-47 

CODEN: BBRCA9 
DT Journal 
LA English 

AB A full-length cDNA encoding von Willebrand factor 

(vWF) was isolated from a human lung cDNA gene bank and a fragment of 
this gene was modified and used to transform Escherichia coli. The vWF 
cDNA was cloned into vector plasmid pTG3923 (containing the phage lambda 
PL promoter) , constructed by subcloning an Sstl-Kpnl fragment of plasmid 
pTG3527 into vector M13TG130, subjecting the construct to site-directed 
mutagenesis to introduce EcoRI sites and a stop codon, and cloning the 
EcoRI fragment into plasmid pTG1925. E. coli TGE 901, which produces a 
temp. -sensitive PL repressor (cl857), was transformed with plasmid 
pTG3923*. The vWF fragment encoded Val449-Asn730 and included the 
glycoprotein lb binding domain and the binding sites for collagen 
and heparin. The expressed recombinant vWF had mol.wt. 38,000 by 
SDS-PAGE. It was identified as a vWF fragment by western blotting using 
either a polyclonal or a monoclonal antibody which inhibits the binding 
of vWF to glycoprotein lb. After solubilization in urea, the bacterial 
extract inhibited ristocetin-induced platelet aggregation and bound to 
ristocetin-treated platelets, collagen and heparin. (28 ref) 

CC D PHARMACEUTICALS; D5 Other Pharmaceuticals; A MICROBIOLOGY; Al Genetics 

CT HUMAN LUNG RECOMBINANT VON WILLEBRAND FACTOR 

PREP., GENE CLONING, EXPRESSION, ESCHERICHIA COLI TRANSFORMATION, PLASMID 
PTG3923 VECTOR BACTERIUM BLOOD-CLOTTING PROTEIN MAMMAL 
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L67 ANSWER 1 OF 1 BIOTECHNO COPYRIGHT 2000 Elsevier Science B.V. 
AN 1992:22082625 BIOTECHNO 

TI Chromatographic preparation of a therapeutic highly purified von 

Willebrand factor concentrate from human cryoprecipitate 
AU Burnouf-Radosevich M. ; Burnouf T. 

CS Centre Regional de Transusion Sanguine, 21 rue Camille Guerin, F-59012 

Lille Cedex, France. 
SO Vox Sanguinis, (1992), 62/1 (1-11) 

CODEN: VOSAAD ISSN: 0042-9007 
DT Journal; Article 
CY Switzerland 
LA English 
. SL English 

AB A therapeutic highly purified von Willebrand factor 

(vWF) concentrate has been prepared from cryoprecipitate by a three-step 
chromatographic procedure. After solvent/detergent treatment to 
inactivate viruses, the cryoprecipitate solution was chromatographed on 
DEAE-f ractogel TSK 650 M to separate vWF from most cryoprecipitate 
proteins, including factor VIII (FVIII) and fibrinogen. A second 
DEAE-f ractogel TSK 650 M was then performed to further purify vWF and to 
allow concentrating it to over 100 U ristocetin cof actor activity/ml. The 
last step on immobilized gelatin removed fibronectin and increased the 
purity of vWF. vWF was recovered with about 18 and 40% yield in antigen 
and collagen-binding (CB) activity, respectively, from 
cryoprecipitate. vWF was obtained in an essentially pure state 
corresponding to a purification factor of over 10,000-fold from plasma. 
Immunonephelometric and SDS-PAGE analyses of the concentrate did not 
reveal any detectable cryoprotein contaminants, especially fibrinogen, 
fibronectin, immunoglobulins and albumin. The content in intermediate- 
and high-molecular-weight multimers in the concentrate was similar or 
higher than that of plasma, as the ion-exchanger selectively favored the 
binding and concentration of the larger multimeric forms while reducing 
the amount of the smaller forms with abnormal structure and low activity. 
Other characteristics of the concentrate included a CB activity to 
antigen ratio of 1.69 and a high capacity (86%) to correct platelet 
adhesion in a perfusion system. Clinical use of this standardized vWF 
concentrate has been shown to be efficacious in the treatment of vWF 
patients . 

CT *von willebrand factor; * chromatography; *protein 

purification; *cryoprecipitate; detergent; ristocetin; solvent; article; 
assay; cryoprecipitation; human; molecular size; priority journals- 
protein analysis; protein binding; von willebrand 
disease 

RN (von willebrand factor) 109319-16-6; 

(ristocetin) 11006-74-9, 11140-99-1, 1404-55-3 
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AN 1986: 16074094 BIOTECHNO 

TI Binding and covalent cross-linking of purified von 

Willebrand factor to native monomeric collagen 
AU Bockenstedt P.; McDonagh J.; Handin R.I. 

CS Hemostasis Unit, Hematology Division, Department of Medicine, Brigham and 

Women's Hospital, Boston, MA, United States. 
SO Journal of Clinical Investigation, (1986), 78/2 (551-556) 

CODEN: JCINAO 
DT Journal ; Article 
CY United States 
LA English 

AB We have analyzed the interaction of the adhesive glycoprotein, 

von Willebrand factor (vWF) , with native monomeric 

collagen monolayers by adsorbing acid soluble Types I and III 

collagen derived from calf skin to polystyrene microtiter wells 

and incubating the wells with purified human . sup . 1 . sup . 2 . sup . 5I-vWF. The 
binding of . sup. 1 . sup . 2 . sup . 5I-vWF was saturable, reversible, specific, 
and was abolished by heat denaturation of the collagen 

monomers. Binding was half-maximal at 5 .mu.g/ml, and, at saturation, 7.5 
ng .sup. l.sup.2.sup.5I-vWF were bound to each microgram of 
immobilized collagen. . sup . 1 . sup . 2 . sup . 5I-vWF did not 

bind to wells coated with other extracellular matrix or plasma proteins 
such as fibronectin, fibrinogen, gelatin, or the q subunit of the first 
component of complement (Clq) . In addition, bound . sup. 1 . sup. 2 . sup . 5I-vWF 
could not be displaced from collagen by the addition of either 
fibronectin or fibrinogen. After incubation with Factor Xllla, plasma 
transglutaminase, . sup . 1 . sup . 2 . sup . 51-vWF bound to collagen 
could no longer be displaced by vWF, which suggests covalent 
cross-linking of vWF to collagen monomers. Factor 
Xllla-dependent covalent cross-linking of vWF to collagen, but 
not to fibronectin or laminin, was also demonstrated by polyacrylamide 
gel electrophoresis in the presence of sodium dodecyl sulfate. 

CT ^collagen; *iodine 125; *von willebrand factor; 

^electrophoresis; collagen type 1; collagen type 3; 
radioisotope; cross linking; priority journal; human; blood and 
hemopoietic system 

RN (collagen) 9007-34-5; (iodine 125) 14158-31-7, 22822-81-7; ( 
von willebrand factor) 109319-16-6 
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AN 1998-348459 [30] WPIDS 
DNC C1998-107760 

TI Carrier- fixed recombinant von Willebrand factor 

derivative - useful for isolating proteins binding von 

Willebrand factor, e.g. factor VIII, in high yield. 
DC B04 D16 

IN EIBL, J; SCHWARZ, H; TURECEK, P 
PA (IMMO) IMMUNO AG; (BAXT) BAXTER AG 
CYC 22 

PI WO 9825969 Al 19980618 (199830)* DE 29p C07K014-755 
RW: AT BE CH DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
W: CZ HU JP US 

AT 9602178 A 19990315 (199916) C07K014-745 

AT 405740 . B 19990915 (199942) C07K014-745 

CZ 9902112 A3 19990915 (199945) C07K014-755 

EP 954533 Al 19991110 (199952) DE C07K014-755 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 

HU 9903789 A2 20000328 (200025) C07K014-755 
ADT WO 9825969 Al WO 1997-AT253 19971119; AT 9602178 A AT 1996-2178 19961213; 

AT- 405740 B AT 1996-2178 19961213; CZ 9902112 A3 WO 1997-AT253 19971119, 

CZ 1999-2112 19971119; EP 954533 Al EP 1997-913009 19971119, WO 1997-AT253 

19971119; HU 9903789 A2 WO 1997-AT253 19971119, HU 1999-3789 19971119 
FDT AT 405740 B Previous Publ . AT 9602178; CZ 9902112 A3 Based on WO 9825969; 

EP 954533 Al Based on WO 9825969; HU 9903789 A2 Based on WO* 9825969 
PRAI AT 1996-2178 19961213 
IC ICM C07K014-745; C07K014-755 

ICS C07K016-36; C12N009-00 
AB WO 9825969 A UPAB: 19980730 

Derivative (I) of von Willebrand Factor (vWF) consists 

of recombinant vWF (r-vWF) immobilised on a particulate or gel carrier 
(II). 

Also claimed are: 

(1) a method for isolating vWF-binding proteins (III), comprising: 

(a) contacting a fraction containing (III) with (I) so that (III) 
bind with (I) ; 

(b) removing the non-bound components, and 

(c) eluting (III) from (I), and 

(2) a device consisting of a container (specifically an affinity 
column) containing (I) and having an inlet and an outlet for liquid. 

USE - The method and device are useful for removing, recovering, 
purifying and/or concentrating (III) contained in liquid samples, _ 
specifically fractions contained in a mammalian body fluid or cell culture 
sample. 

(Ill) is e.g. glycoprotein lb, the glycoprotein in Ilb/IIIa complex, 
collagen, factor VIII (including recombinant derivatives and 
analogues), vWF antigen, vWF antibody or an enzyme recognising vWF as 
substrate (e.g. vWF multimerase or vWF depolymerase) . 

Saccharides binding vWF (e.g. heparin) can also be isolated. 

Typical applications are: isolation of pure proteins with factor VIII 
activity for biochemical-analytical, diagnostic or therapeutic use; 
purification of vWF multimerase; extra-corporeal immuno-adsorption of 
anti-vWF antibodies (associated with pathological states such as 
auto-immune disease); or preparative recovery of mono- or poly-clonal 
anti-vWF antibodies for diagnostic use. 

ADVANTAGE - The affinity of (I) for (III) is higher than that of 
plasma vWF, so that (III) can be isolated even from solutions containing 
vWF (e.g. in factor VIII-vWF complex). 

(Ill) can be isolated in high yield, specifically at least 80% 
(claimed) . (I) have high stability, can be used repeatedly and retain the 
1 nativity 1 of vWF. r-vWF is readily available in high purity. 
Dwg.0/2 
FS CPI 
FA AB 

MC CPI: B04-B04C; B04-G21; B04-G22; B04-H19; B04-L04; B04-N02; B04-N06; 
B14-G02D; D05-H10; D05-H13 
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AN 1998-323197 [29] WPIDS 
DNC C1998-099494 

TI Chromatographic separation of von Willebrand factor - 

using immobilised collagen/ useful for .treating haemophilia A. 
DC B04 D16 

IN DORNER, F; EIBL, J; FISCHER, B; MITTERER, A; SCHWARZ, H; SIEKMANN, J; 

TURECEK/ P 
PA (IMMO). IMMUNO AG; (BAXT) BAXTER AG 
CYC 21 

PI AT 9700176 A 19980315 ( 199829 ) * 21p C07K014-745 

WO 9833820 Al 19980806 (199837) DE C07K014-755 
RW: AT BE CH DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
W: CA JP US 

AT 404358 B 19980915 (199842) C07K014-745 

EP 975671 Al 20000202 (200011) DE C07K014-755 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI NL PT SE 
ADT AT 9700176 A AT 1997-176 19970204; WO 9833820 Al WO 1998-AT20 19980130; AT 
404358 B AT 1997-176 19970204; EP 975671 Al EP 1998-901239 19980130, WO 
1998-AT20 19980130 

FDT AT 404358 B Previous Publ . AT 9700176; EP 975671 Al Based on WO 9833820 

PRAI AT 1997-176 19970204 

IC I CM C07K014-745; C07K014-755 

ICS C07K014-78 
ICA A61K038-36 

AB AT 9700176 A UPAB: 19980722 

Chromatographic separation of von Willebrand factor 

(vWF) from a starting material by adsorbing the vWF onto 1 'avid 1 1 

collagen immobilised on a support, separating nonadsorbed 

material, optionally washing the support, eluting the vWF from the 

immobilised collagen, and recovering purified vWF from the 

eluate. 

USE - The vWF protein is a haemostatic agent useful for treating 
haemophilia A. 

ADVANTAGE - The process is suitable for industrial operation and 
gives a product with a high content of physiologically active vWF. 
Dwg.0/1 

FS CPI 

FA AB 

MC CPI: B04-H06; D05-H13 
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AN 1998-055156 [06] WPIDS 

DNN N1998-043660 DNC C1998-019108 

TI Assay for collagen-binding substance - especially von 

Willebrand factor, using immobilised reactive collagen. 
DC A96 B04 D16 P34 S03 

IN DORNER, F; EIBL, J; FISCHER, B; MITTERER, A; SCHWARZ, H; SIEKMANN, J; 

TURECEK, P. 
PA (IMMO) IMMUNO AG 
CYC 18 

PI EP 816852 Al 19980107 (199806)* DE 40p G01N033-68 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 

AT 9602217 A 19971115 (199808) G01N033-566 

AT 403963 B 19980515 (199824) G01N033-566 

ADT EP 816852 Al EP 1997-890118 19970702; AT 9602217 A AT 1996-221-7 19961218; 

AT 403963 B AT 1996-2217 19961218 
FDT AT 403963 B Previous Publ. AT 9602217 

PRAI AT 1996-2217 19961218; AT 1996-1190 ' 19960704 

IC ICM G01N033-566; G01N033-68 

ICS A61L015-32; A61L027-00; C07K001-22; G01N033-535; G01N033-543 
AB EP 816852 A UPAB: 19980209 

Method (A) for determining a collagen-binding substance in a 

sample, comprises: 

(a) covalently attaching reactive ( ,! avid fl ) collagen to a 

solid phase; 
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(b) binding the collagen-binding substance to the 
collagen from the sample, and 

(c) determining the bound collagen-binding substance. 
Also claimed are: 

(1) a conjugate comprising reactive collagen covalently 
bound to a solid phase; 

(2) a device for performing the assay of (A), comprising the 
conjugate of (1) ; 

(3) a test kit for performing the assay of (A), comprising the device 
of (2) and a component comprising a standardised collagen 

-binding substance activity; 

(4) a process for producing the device of (2), comprising: 

(a) preparing a solution of reactive collagen; 

(b) chemically attaching the collagen to a solid phase, and 
optionally 

(c) freeze drying the product, and 

(5) a method for determining the physiological activity of vWF ( 
von Willebrand factor) in a sample by binding it to 

immobilised collagen and detecting the bound vWF, characterised 

in that the vWF can be determined in the sample with a specific activity 

of at least 40 (especially at least 50) U/mg, protein. 

USE - (A) is useful for determining the activity of an adhesion 

protein (especially the haemostatic activity of vWF) or for determining 

the functionality of a collagen-binding substance. 

The conjugate of (1) is useful as an implant, artificial joint or 

wound dressing or as an affinity matrix for purifying and isolating 

collagen-binding proteins . 

Dwg.0/11 
FS CPI EPI GMPI 
FA AB 

MC CPI: A12-V03C2; B04-B04D4; B04-F01; B04-N02; B11-C04A; D05-H09 
EPI: S03-E14H4; S03-E14H5 
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AN 1997-550168 [06] WPIDS 
CR 1998-055156 [06] 

DNN N1998-043660 DNC C1998-019108 

TI Assay for adhesion protein, especially von Willebrand 

factor - by binding to collagen covalently immobilised on solid 
phase . 

DC A89 A96 B04 D16 J04 P34 S03 

IN DORNER, F; EIBL, J; FISCHER, B; MITTERER, A; SCHWARZ, H; SIEKMANN, J; 

TURECEK, P 
PA (IMMO) IMMUNO AG 
CYC 18 

PI AT 9601190 A 19971015 (199751)* 28p G01N033-566 

EP 816852 Al 19980107 (199806) DE 40p G01N033-68 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 
AT 403853 B 19980415 (199820) G01N033-566 

ADT AT 9601190 A AT 1996-1190 19960704; EP 816852 Al EP 1997-890118 19970702; 
AT 403853 B AT 1996-1190 19960704 

FDT AT 403853 B Previous Publ. AT 9601190 

PRAI AT 1996-1190 19960704; AT 1996-2217 19961218 

IC I CM G01N033-566; G01N033-68 

ICS A61L015-32; A61L027-00; C07K001-22; G01N033-535; G01N033-543 

AB AT 9601190 A UPAB: 19980209 

Method for determining the activity of an adhesion protein in a sample 
comprises covalently binding reactive collagen to a solid phase, 
contacting the solution with the collagen, and determining the 
amount of bound adhesion protein. 
Also claimed are: 

(1) a device for carrying out the above assay, comprising reactive 
collagen covalently bound to a solid phase, and 

(2) a process for producing a device as above, comprising preparing a 
solution of reactive collagen, chemically fixing the 

collagen to a solid support, and optionally freeze drying the 
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product. 

USE - the process is especially used for determining the primary 
haemostatic activity of von Willebrand factor (vWF) in 
blood samples, or in vWF concentrates for quality control purposes. 

ADVANTAGE - Covalently immobilised collagen has good 
stability and reactivity, obviating the need to use freshly coated plates 
(cf. Thromb. Res.,- 43, 303, 1986). 
Dwg. 0/3 
FS CPI EPI GMPI 
FA AB 

MC CPI: A03-C01; A12-V03B; A12-V03C2; B04-B04D5; B04-H20; B04-N02; B11-C08E; 
B12-K04A2; D05-H09; J04-B01; B04-B04D4; B04-F01; B11-C04A 
EPI: S03-E14H; S03-E14H4; S03-E14H5 
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